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fj j. Miller PL . Cun-ie JR. M' ehta FIX Potemp .sk a A. Hw ang YW. Weg iei Related Articles, Unks; 



Humoral immune response to fibrillar beta-amyloid peptide. 

Biochemistry. 2003 Oct 14;42(40):1 1682-92. 
PMID: 14529278 [PubMed - in process] 

n 2* Mi'dda lena A. Papa ssoliropoulos A. Muller-Tillinanns B. Jvnv t i I II 1. folate'* Articles inks 
' Hcrgi.X .Njtsch„KM..iJ<>ck.C.. 

Biochemical diagnosis of Alzheimer disease by measuring the cerebrospinal 
fluid ratio of phosphorylated tau protein to beta-amyloid peptide42. 

Arch Neurol. 2003 Sep:60(9):l 202-6. 
PMID: 12975284 [PubMed - indexed for MEDLINE) 



C3: Lc VineH3rd. 



Related Articles, Links 



Y10W beta(l -40) fluorescence reflects epitope exposure in conformers of 
Alzheimer's beta-peptide. 

Arch Eiochem Biophys. 2003 Sep 1;417(1): 1 12-22. 
PMID: 12921787 [PubMed - indexed tor MIDLINE J 

To rp R, Ottersen OP, Cotm an CW, I lead & Re\3t<s<i Articles. Links 

Identification of neuronal plasma membrane microdomains that colocalize 
beta-amyloid and presenilin: implications for beta-amyloid precursor protein 
processing. 

Neuroscience. 2003; 1 20(2): 291 -300. 

PMID: 12890502 [PubMed - indexed for MEDLINE] 

Taag K, Wang C\ S h cn CL Shen g S. Ravid R, Jing N. Related Articles, Links 

Identification of a novel alternative splicing isoform of human amyloid 

precursor protein gene, APP639. 

Eur J Neurosci. 2003 Jul; 18(1): 102-8. 

PMID: 12859342 [PubMed - indexed for MEDLINE] 



f~j 6* Kisbore 1,1. Gupta SK. Pcrdikouiis MV, K oioiiharova M S. Urban 
' B C. Reid KB. 



'Related Articles, Links 



=i Modular organization of the carboxyl-terminal, globular head region of 
J human C 1 q A, B, and C chains. 
J Immunol. 2003 Jul 15;171(2):81 2-20. 
PMID: 12847249 [PubMed - indexed for MEDLINE] 

f": 7 * D u Y. Wei X. Dodel R, Sommer N . llampel H. Gao F, Ma Z. Zh ao $ \ #te d Articles, Li n ks 
' L. Oertel WJL Fallow M 

B Human anti -beta-amyloid antibodies block beta-amyloid fibril formation 
and prevent beta-amyloid-induced neurotoxicity. 

Brain. 2003 Sep;126(Pt 9): 1935-9. Epub 2003 Jun 23. 
PMID: 12821522 [PubMed - indexed for MEDLINE ] 
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Short-term beta-amyloid vaccinations do not improve cognitive performance 
in cognitively impaired APP + PS1 mice. 

Behav Ncurosci. 2003 Jun; 1 17(3):478-84. 
PMID: 12802876 [PubMed - indexed for MEDLINE J 

G 9: Fa rr SA. Banks \VA, Uc/.u Nano A, G ask in FS. Moclcv JE. Related A- tides, Links 

Antibody to beta-amyloid protein increases acetylcholine in the 
hippocampus of 12 month SAMP8 male mice. 

Life Sen 2003 Jun 20;73(5):555-62. 

PMID: 1277061 1 [FubMcd - indexed for MEDLINE] 

O [()• M ock C. Koniel/.ko II. Sire ficr JR. Tracy J. Signorcll A. Mullcr- Relate 3 Abides 1 ink-=- 

MA. Uinbnchl IX de Quervain DJ. Hofrnann M. M addal'caa A, 
F ap assotiropoul os A , N i tsch . R M . 

Antibodies against beta-amyloid slow cognitive decline in Alzheimer's 
disease. 

Neuron. 2003 May 22;38(4):547-54. 

PMID: 12765607'fPubMed - indexed for MEDLINE] 

Oil: Li G. P crconu no L, Sun O, Qaxi AS, Frcderiksc PH. Related Articles, Links 



m\ Beta-amyloid secretases and beta-amloid degrading enzyme expression in 

^ lens. 

Mol Vis. 2003 May 1:9:179-83. 

PMID: 12740567 [PubMed - indexed for MEDLINE] 

O 12' Wi l coc k Pi Carlo G. Henderson D, Jackson J, Clarke K. Ugen Related Articles, Links 
KE-. Gordon MN. Morgan 1) 

Intracranial I y administered anti-Abeta antibodies reduce beta-amyloid 
deposition by mechanisms both independent of and associated with 
microglial activation. 

J Ncurosci. 2003 May 1 ;23(9):3745-51 . 

PMID: 12736345 | PubMed - indexed for MEDLINE] 

O 13" Pasternak S1L Bagsh aw R1X Guiral M, Zhang Ackerlev CA, Related A- tides, bnks 
* Pak R J, Callahan JW, Mahuran DJ. 

Presenilin-1, nicastrin, amyloid precursor protein, and gamma-secretase 
activity are co-localized in the lysosomal membrane. 
J Biol Chem. 2003 Jul 18;278(29):26687-94. Epub 2003 May 07. 
PMID: 1 2736250 [PubMed - indexed for MEDLINE] 

G 14: Sunde rland \\ Linker G, Mirza N, Putnam KT, Friedman PL, Related Articles, Links 
Ki rnrnel LIL Berges on J, Manetti GJ, Zimmermann M. Tang D, 
Bailko JJ, Cohen RM 

Decreased beta-amyloid 1-42 and increased tau levels in cerebrospinal fluid 
of patients with Alzheimer disease. 

JAMA. 2003 Apr23-30;289(16):2()94-1()3. 
PMID: 12709467 [PubMed - indexed for MEDLINE] 

15: Leverone JF. Spooncr FX Lehman HK.. Cl ements JD. Lemere C A. Related Articles, Links 

Abetal-15 is less immunogenic than Abetal-40/42 for intranasal 
immunization of wild-type mice but may be effective for "boosting". 

Vaccine. 2003 May 16;21(17-18):2206-15. 
PMID: 12706711 [PubMed - in process] 

16: Hiravama A. Horikoshi Y.. Macda M. Ito M. Takashima S. Related Articles, Links 



Characteristic developmental expression of amyloid beta40, 42 and 43 in 
patients with Down syndrome. 
Brain Dev. 2003 Apr;25(3): 180-5 
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PMID: 12689696 [PubMed - indexed for MEDLINE] 

17* Cantarc iia G, Uherti D, Carsana T, Lorn ba rd o G. Bcrn ardini R , Related Articles, Links 
Mem o M. 

Neutralization of TRAIL death pathway protects human neuronal cell line 

from beta-amyloid toxicity. 

Cell Death Differ. 2003 Jan; 10(1): 134-41 . 
PMID: 12655302 [PubMed - in process) 

G 18: Cai J. W ang S. Zhon g Y. Cheng L Ji Z» Sheng S. Zhang C. Reilsie-d Articles, Links 

Screening and characterization of human single-chain Fv antibody against 
beta-amyloid peptide 40. 
Neurorepoit 2003 Feb 10; 14(2): 265-8. 
PMID: 12598743 [PubMed - indexed for MEDLINE] 

G 19: ^^i:J"^rtp^ Roisie-d Aitiok-s, L:nks 

Guide T, Hocnow K . Mu K, Johnson-Wood K, Khan K ^ 

S c'henk D. Tang P. Vasquc/. N, Sc ubcrt P. Yedt-ock T 

Epitope and isotype specificities of antibodies to beta -amyloid peptide for 
protection against Alzheimer's disease-like neuropathology. 
Proc Natl Acad Sci USA. 2003 Feb l8;lOO(4):2023-8. Hpub 2003 Feb 03. 
PMID: 12566568 [PubMed - indexed for MEDLINE] 

□ 20: Blasko L Grubeek-Loebensteui H. Related Articles, Links 

Role of the immune system in the pathogenesis, prevention and treatment 
of Alzheimer's disease. 
Drugs Aging. 2003;20(2): 10 1 -13. Review. 
PMID: 1253431 1 [PubMed - indexed for MEDLINE] 



n 21: Matsuoka Y. Saho M. LaFrancois J.. Saito M. Gaynor K. O lm V. Related Articles, Links 
' Wang L. Casev E, Lu Y, S hiraion C. Lem ere C. Duff K 

Novel therapeutic approach for the treatment of Alzheimer's disease by 
peripheral administration of agents with an affinity to beta-amyloid. 

J Neurosci. 2003 Jan 1;23(1 ):29-33. 

PMID: 12514198 [PubMed - indexed for MEDLINE] 

O 22: Fricdland RP. Related Articles, Links 

Lipid metabolism, epidemiology, and the mechanisms of Alzheimer's 
1 — I disease. 

Ann N Y Acad Sci. 2002 Nov;977:387-90. Review. 
PMID: 12480777 [PubMed - indexed for MEDLINE] 

□ 23: Kien/1 Je llinge r K. J anctzkv B. Steinril I I. Bergmann i. Related Articles, Links 

A broader horizon of Alzheimer pathogenesis: ALZAS--an early serum 
biomarker? 
J Neural Transm Suppl. 2002;(62):87-95. 
PMID: 12456054 [PubMed - indexed for MEDLINE] 

G 24- J-^clercq PP . Ste p henson MS. Murray LS. Mcint osh T K. Graham Related Articles, Links 
' !i!,C;rentieiu£Ln.Sj\l 

Simple morphometry of axonal swellings cannot be used in isolation for 
dating lesions after traumatic brain injury. 

J Neurotrauma. 2002 Oct;l 9(10): 1 1 83-92. 

PMID: 12427327 [PubMed - indexed for MEDLINE J 

G 25* I'ilL^Jown.'L Cravvford.F^.Mo Related Articles, Links 

Obreeon D. Flavcil RA, Mull an M.I 



Role of CD40 ligand in amyloidosis in transgenic Alzheimer's mice. 

Nat Neurosci. 2002 Dec;5(12): 1288-93 
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PMID: 12402041 [PubMed - indexed for MEDLINE] 

|~i 26 ' Hoc ^ Kouict/ko U, Papassoliro poulos A, Woitmer A, Strcff'cr 1 Related Articles, Links 
" von Rot z RC. Davey G, Mohtz E. Nilsch RM . 

fgi Generation of antibodies specific for beta-amyloid by vaccination of 
1 — I patients with Alzheimer disease. 

Nat Med. 2002 Nov,8(l 1): 1270-5. Epub 2002 Oct 15. 
PMID: 12379846 [PubMed - indexed for MEDLINE] 

P27* ^od el R, Ham pel II, Depboylu C. Lm S, Guo V. Nchock S. J ackel Relsk-i'5 Aitioies, i„:nK<- 
' S,. .Wei. X, B uerger K . UoH C. \ leinmer B. Moller HJ. Farknv M. 
Oenei. WH^Sojnrner R.DuX. 

j^i Human antibodies against amyloid beta peptide: a potential treatment for 
1 — I Alzheimer's disease. 

Ann Neurol. 2002 Aug;52(2):253-6. 

PMID: 12210803 [PubMed - indexed for MEDLINE] 

28* K^vacs . G G , Zcrb i P. Voi ti t land er 71 _S Ixo hsc hneider M. T rabatt oni R & I ; > to d A <\ : c I e % U n k :> 
* (LHamiUlncrJA. Budka H ' 

The prion protein in human neurodegenerative disorders. 

U Neurosci Lett. 2002 Sep 6;329(3):269-72. 

PMID: 12183028 [PubMed - indexed for MEDLINE] 

H29' ^in R- .Sel var;n S, Mil ler CA. I lofman \\ Yan Si'). S tem D. Rented Articles, Links 

fS| Effect of endothelial cell polarity on beta-amyloid-induced migration of 
1 — I monocytes across normal and AD endothelium. 

Am J Physiol Cell Physiol. 2002 Sep;283(3):C895-9()4. 

PMID: 12176746 [PubMed - indexed for MEDLINE] 

G 30: Beher P. Wriglc v J1X Owen s Al\ Shearman M S. Related Articles, Unks 

Generation of C-terminally truncated amyloid-beta peptides is dependent 
1 — I on gamma-secretase activity. 

J Neurochem. 2002 Aug;82(3):563-75. 

PMID: 12153480 [PubMed - indexed for MEDLINE) 

O 3 J • Wirt hs (), jM uUh a u p G, Czech C, Fcld m aim N, Blanc-hard V , R e 1 2 te d Arti c I es , LJnks 

Trem p G. Beyreut her K. Pradier L. Bay er TA. 

s Intraneuronal APP/A beta trafficking and plaque formation in beta-amyloid 
1 — I precursor protein and presenilin-1 transgenic mice. 

Brain Pathol. 2002 Jul;12(3):275-86. 

PMID: 12146796 [PubMed - indexed for MEDLINE] 

n 32* ( - hitna g irnnd C, Jo ulie C. Panchal M, Sekh ri R, Manque/ ( .', Cohen Re\ak-ii Articles, Links 

B Specific cleavage of beta- amyloid peptides by a metallopeptidase from 
1 — I Xenopus laevis skin secretions. 

Comp Biochem Physiol B Biochem Mol Biol. 2002 Aug;132(4):75 1-9. 
PMID: 12128061 [PubMed - in process] 

□ 33: Mohaieri MIL Wollmer MA.. Nitsch RM. Related Articles, Links 

s Abeta 42-induced increase in neprilysin is associated with prevention of 
I — I amyloid plaque formation in vivo. 

J Biol Chem. 2002 Sep 20;277(38):35460-5. Epub 2002 Jul 08. 
PMID: 12105192 [PubMed - indexed for MEDLINE] 

□ 34- Sasaki N. Takcuchi M. Chowei I L Kikuchi S. Hnvashi Y, Nakano Related Articles, Links 



Advanced gly cation end products (AGE) and their receptor (RAGE) in the 
brain of patients with Creutzfeldt- Jakob disease with prion plaques. 
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Neurosci Lett. 2002 Jun 28;326(2):1 17-20. 

PMID: 12057842 [PubMed - indexed for MEDLINE] 

P 35: Nagele KG. D 'Andrea MR. Anderson WJ. W ang HY. Relate Articles;, Unkt 

Intracellular accumulation of beta-amyloid(l -42) in neurons is facilitated 
by the alpha 7 nicotinic acetylcholine receptor in Alzheimer's disease. 



Neuroscience. 2002; 1 10(2): 1 99-21 1. 
PMID: 1 1958863 (PubMed - indexed for MEDLINE] 

f~36: Frcnkel.^ Retake Articles*, L:nk5; 



Towards Alzheimer's beta-amyloid vaccination. 
Biologicals. 2001 Sep-Dec;29(3-4):243-7. 
PMID: 1 1851323 [PubMed - indexed for MEDLINE] 

n 37: TIM D^. Ghcbrcmcd hin E, Haass C Sc hult/ C. ReU-leo Articles, Link?. 

UV light-induced autofluorescence of full-length Abcta-protein deposits in 
the human brain. 

Clin Neuropathol. 2002 Jan-Feb;21(l ):35-40. 
PMID: 1 1846043 [PubMed - indexed for MEDLINE) 

O 38: Schenk IX Games IX Scube-it P. Related Articles, Links 

Potential treatment opportunities for Alzheimer's disease through inhibition 
of secretases and Abeta immunization. 

J Mol Neurosci. 2001 Oct; 17(2):259-67. Review. 
PMID: 1 1816797 [PubMed - indexed for MEDLINE] 

f~ 39: dimming B.L Mason A ,?. Kim RC. Sheu PC, Anderson A J Related Articles, Links 

Optimization of techniques for the maximal detection and quantification of 
Alzheimer's-related neuropathology with digital imaging. 
Neurobiol Aging. 2002 Mar-Apr;23(2): 161 -70. 
PMID: 1 1804699 [PubMed - indexed for MEDLINE) 

" 40; Wiicock DM, Gordon MN. Ugcn KF. GoRsehail PE , DiCado G. Related Articles, Links 
Dici;ex C\. B oy.e U . K W J ant/e n V ' f , . Co mior KE Mela chri no . J , 
Hardy J. Morgan D. 

Number of Abeta inoculations in APP+PS1 transgenic mice influences 
antibody titers, microglial activation, and congophilic plaque levels. 
DNA Cell Biol. 2001 Nov;20(l 1):73 1 -6. 
PMID: 11788051 [PubMed - indexed for MEDLINE J 

JO 41: Solomon B. Related Articles, Links 

Immunotherapeutic strategies for prevention and treatment of Alzheimer's 
disease. 

DNA Cell Biol. 2001 Nov;20(ll):697-703. 
PMID: 1 1788047 [PubMed - indexed for MEDLINE] 



f"! 42; Coraci IS. I-Iusemanti J. Berman .IV/. Huletk: C, Dnfour JIL Related Articles, Links 

Campan c lla G K, Luster AD, Silverstein SC. El-K houry JB 

BCD36, a class B scavenger receptor, is expressed on microglia in 
Alzheimer's disease brains and can mediate production of reactive oxygen 
species in response to beta-amyloid fibrils. 
Am J Pathol. 2002 Jan; 160(1): 101-12. 
PMID: 1 1786404 [PubMed - indexed for MEDLINE J 

□ 43: LmbtiMJ}^ Rotated Articles, Links 

B Specificity and sensitivity of betaAPP in head injury. 
Clin Neuropathol. 2001 Nov-Dee;20(6):263-7L 
PMID: 1 1758782 [PubMed - indexed for MEDLINE] 
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Laiiib«i.M] > ., JViolaJCI ChRnAiy.-^^-Qh^n^i,,. Mpr^anjrii^.yu.j, Related Article* Links 
Vcnton PL. Kraffl G/i Finch CH.. Klein WL 

Vaccination with soluble Abeta oligomers generates toxicity-neutralizing 
antibodies. 

J Ncurochem. 2001 Nov;79(3):595-6()5. 

PMID: 1 1701763 [PubMed - indexed for MEDLINE] 

S/p nk GM. Lewando wskn F. Lech owi cz W, Bcrtr a ncI E. Wier/ba- Related Articles, Links 
Lipc/vnska-Lojkowsk;j W. Bochvnska A, Fiszcr 13. 

Lewy body variant of Alzheimer's disease and Alzheimer's disease: a 

comparative immunohistochemical study. 

Folia Ncuropathol. 2001 ;39(2):63-71 . 

PMID: 1 1680637 [PubMed - indexed for MEDLINE] 



□ 46: Toupn lik P. B ouska L Chad ova 1. 



Related Articles, Links 
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[Differences in immunohistochemical findings in traumatic and hypoxic 
changes in the central nervous system] 

Soud Lek. 2001 Jul;46(3):34-6. Czech. 

PMID: 1 1669015 [PubMed - indexed for MEDLINE] 

Nun an J, Shearman MS. Che cler F. Cappai R. Hvin G. Beyreuthcr Related Articles, Links; 
K, Master s CM. Small D H 

The C-tenninal fragment of the Alzheimer's disease amyloid protein 
precursor is degraded by a proteasome-dependent mechanism distinct from 
gamma-secretase. 

Fur J Biochem. 2001 Oct,268(20):5329-36. 

PMID: 1 1606195 (PubMed - indexed for MEDLINE] 



r 48 



Related Articles, Link-* 



.Carter L)B,.Diuin.);! A 
Kuipcr SL. Oosiveeu JA. Weaver R.f. Boiler JA. Gumev MM 

Human apolipoprotein E4 accelerates beta-amyloid deposition in APPsw 
transgenic mouse brain. 

Ann Neurol. 2001 ()ct;50(4):468-75. 

PMID: 1 1601499 [PubMed - indexed for MMDF1NH] 



□ 49: von Bemhardi It Ramirez G. Matile IF Dobeli H. 



Related Articles, Links 
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Immobilized amyloid precursor protein constructs: a tool for the in vitro 
screening of glial cell reactivity. 

Mur J Ncurosci. 2001 Sep;14(6):946-56. 

PMID: 1 1595033 [PubMed - indexed for MEDLINE] 

Flead E. G a r/on - Rodriguez W, Joh nso n JK , Lott IT, Coli n an CW, r el ate d Ad ic 1 e* L ; n ks 
Gl abe c" 

Oxidation of Abeta and plaque biogenesis in Alzheimer's disease and 
Down syndrome. 

Neurobiol Dis. 2001 Gct;8(5):792-806. 

PMID: 1 1592849 [PubMed - indexed for MEDLINE] 



□ 51: ThattcU. 



Related Articles, Links 



AN- 1792 (Elan). 

Curr Opin Investig Drugs. 2001 May;2(5):663-7. Review. 
PMID: 1 1569944 [PubMed - indexed for MEDLINE] 



□ 52: Got? L Chen F, van Porpe I Nitsch RM. 



Related Articles, Links 



Formation of neurofibrillary tangles in P3011 tau transgenic mice induced 
by Abeta 42 fibrils. 

Science. 2001 Aug 24,293(5534): 149 1 -5. 

PMID: 1 1520988 [PubMed - indexed for MEDLINE] 
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Immune hyporesponsiveness to amyloid beta-peptide in amyloid precursor 
protein transgenic mice: implications for the pathogenesis and treatment of 
Alzheimer's disease. 

Proc Natl Acad Sci U S A. 2001 Aug 28;98(1 8): 10273-8. Epub 2001 Aug 21. 
PMID: 1 1517335 [PubMed - indexed for MEDLINE | 
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Related Articles, Links 
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□ 56 



Bi" ay den PL T empi eton L. MeCtcan S. Ba r b ou r R, Huang 3. 
Nguy e n M. Ahem I), Mot tcr R. Johns on -Wood K., Vasquez N, 

Encapsulation in biodegradable microparticles enhances serum antibody 

response to parenterally-delivered beta-amyloid in mice. 

Vaccine. 2001 Jul 20; 1 9(30):41 85-93. 

PMID: 1 1457544 [PubMed - indexed for MHDLINE] 

XoupAlUk. ^Ji<?Mska.I Jezkoya. J. Reiaied Articles. Links 

[Effect of autolysis on histochemical examinations of the central nervous 
system] 

Soud Lek. 2001 Apr;46(2): 1 8-20. Czech. 

PMID: 11455721 [PubMed - indexed for MEDLINE) 

Plyt^R,.Misjcka A-„ Related A: tides, Links 

Jan uszewski S 

Possible reverse transport of beta-amyloid peptide across the blood-brain 
barrier. 

Acta Neurochir Suppl. 2000,76:73-7. 

PMID: 1 1450095 [PubMed - indexed for MEDLINE] 



□ 57: Town T. Tan J, Sansone N, Obrcgon 1). Klein T. Muilan M 



delated Articles, Links 



Characterization of murine immunoglobulin G antibodies against human 
amyloid-betal-42. 

Neurosci Lett. 2001 Jul 13;307(2): 101-4. 

PMID: 1 1427310 [PubMed - indexed for MHDLINE] 



Related Articles, Links 



□ 58; Myagkova MA . Gav hlova SL L cnno ntova NK Kal yn YD. 

Sei czncva ND, Zhar ik ov GA. Kolykh alov IV., Abramcn ko TV, 
Ser kova TIL Bachu rin SO. 

Autoantibodies to beta-amyloid and neurotransmitters in patients with 
Alzheimer's disease and senile dementia of the Alzheimer type. 
Bull Exp Biol Med. 2001 Feb; 13 1(2): 127-9. 
PMID: 1 1391392 [PubMed - indexed for MHDLINEJ 

f1 59: Terat K, hvai A, Kaw abata S. Tasaki Y. Walanabe T „ M iyata K. Refatexi Adides, Links 
Yamaguchi T 

beta-amyloid deposits in transgenic mice expressing human beta-amyloid 
precursor protein have the same characteristics as those in Alzheimer's 
disease. 

Neuroscience. 200 1 ; 1 04(2) : 299-3 1 0. 
PMID: 1 1377835 [PubMed - indexed for MHDLINE] 

60: MaLsu moto A, Itoh K. S eki T, M otoza ki K. Mat suyama S. Related Articles, Links 

^| Human brain carboxy peptidase B, which cleaves beta-amyloid peptides in 
-I vitro, is expressed in the endoplasmic reticulum of neurons. 

Eur J Neurosci. 2001 May; 13(9): 1653-7. 
PMID: 11359517 [PubMed - indexed for MEDLINE] 
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Related Articles, Links 



i=J Effects of the beta-amyloid and carboxy 1-terminal fragment of Alzheimer's 
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amyloid precursor protein on the production of the tumor necrosis factor- 
alpha and matrix metalloproteinase-9 by human monocytic THP- 1 . 

J Biol Chern. 2001 Jun 29;276(26):235 1 1-7. Kpub 2001 Apr 16. 
PMID: 1 1306564 [PubMcd - indexed for MEDLINE] 

G 62: Englund P. Jacobsson SO,. Fowler C J. Related Articles, Links- 

Investigation into the effects of amyloid (1-42) beta-peptide upon basal and 
antigen-stimulated hexosaminidase and serotonin release from rat RBL- 
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FIG. 1 is a bar graph showing the effect of PPAR alpha and/or PPAR delta 
agonist pirinixic acid on production and/or release of A beta-40 and A 
beta-42 from SM-4 cells. Cells were treated with 10-500 mu M pirinixic 
acid. After 16 hr, the culture media was harvested and assayed for 
extracellular levels of A beta-40 and A beta-42 by ELISA. Extracellular A 
beta was standardized to propridium iodide fluorescence as a measure of 
total cell number. Data are expressed as mean+-SD with n=3-13 and 
statistical significance determined by ANOVA with Tukey's post hoc test 
at ***p less-than 0.001. Double hatched bars indicate A beta-40 levels 
and hatched bars indicate A beta-42 levels. 

FIG. 2 is a bar graph showing the effect of Clofibrate on levels of 
extracellular levels of A beta-40 and A beta-42 from SM-4 cells. Cells 
were treated with 10-500 mu M Clofibrate. After 16 hrs, the culture media 
was harvested and assayed for extracellular A beta-40 and A beta-42 by 
ELISA. Secreted A beta was standardized to propridium iodide fluorescence 
as a measure of total cell number. Data are expressed as mean+-SD with 
n=5 and statistical significance determined by ANOVA with Tukey's post 
hoc test at ***p less-than 0.001. Double hatched bars represent A beta-40 
levels as a percent of vehicle, hatched bars represent A beta-42 levels 
as a percent of vehicle. 

FIG. 3 is a bar graph showing the effect of ETYA on levels of 
extracellular levels of A beta-40 and A beta-42 from SM-4 cells. Cells 
were treated with 5-100 mu M ETYA. After 16 hrs, the culture media was 
harvested and assayed for extracellular A beta-40 and A beta-42 by ELISA. 
Secreted A beta was standardized to propridium iodide fluorescence as a 
measure of total cell number. Data are expressed as mean+-SD with n=5 and 
statistical significance determined by ANOVA with Tukey's post hoc test 
at *p less-than 0.05 and **p less-than 0.01. Double hatched bars 
represent A beta-40 levels as a percent of vehicle, and hatched bars 
represent A beta-42 levels as a percent of vehicle. 

FIG. 4 is a representative micrograph (upper panel) and a bar graph (lower 
panel) showing the effect of PPAR alpha and/or PPAR delta agonist 
pirinixic acid on cellular APP levels from SM-4 cells. Cells were treated 
with 50-500 mu M pirinixic acid for 16 hours and cellular APP was 
quantitated by Western blot analysis. Data are expressed as mean+-SD with 
n=4 and statistical significance determined by ANOVA with Tukey's post 
hoc test at *p less-than 0.05 and **p less-than 0.01. 

FIG. 5 is a representative micrograph (upper panel) and a bar graph (lower 
panel) showing the effect of PPAR alpha and/or PPAR delta agonist 
pirinixic acid on APPs alpha release from SM4 cells. Cells were treated 
with 50-500 mu M pirinixic acid for 16 hours and APPs alpha release was 
quantitated by western blot analysis. Data are expressed as mean+-SD with 
n=4 and statistical significance determined by ANOVA with Tukey's post 
hoc test at **p less-than 0.01. 

FIG. 6 is a representative micrograph (upper panel) and a bar graph (lower 
panel) showing the effect of PPAR alpha and/or PPAR delta agonist 
pirinixic acid on C99 levels from SM-4 cells. Cells were treated with 
50-500 mu M pirinixic acid for 16 hours and C99 was quantitated by 
Western blot analysis. Data are expressed as mean+-SD with n=4 and 
statistical significance determined by ANOVA with Tukey's post hoc test 
at **p less-than 0.01. 

FIG. 7 is a bar graph showing the effect of PPAR alpha and/or PPAR delta 
agonist pirinixic acid on secreted A beta-40 and A beta-42 from 

***human*** neuroblastoma cells. Cells were treated with 100-200 mu M 
of pirinixic acid after transient transfection with Swedish mutant APP. 
After a 16-hour treatment, the culture media was harvested and assayed 
for A beta-40 and A beta-42 by ELISA as described in the Methods and 



fluorescence as a measure of total cell number. Data are expressed as 
mean+-SD with n=ll and statistical significance determined by ANOVA with 
Tukey's post hoc test at ***p lessthan 0.001. 

fig. 8 is a bar graph showing the effect of PPAR alpha and/or PPAR delta 
agonist pirinixic acid on A beta total and A beta42 from murine primary 
cortical neurons infected with APP 695. Cells were treated with 5-250 mu 
M pirinixic acid for 16 hours and A beta total and A beta-42 levels were 
quantitated by immunoprecipitation and ELISA, respectively. Data are 
expressed as mean+-SD with n=6 and statistical significance determined by 
ANOVA with Tukey's post hoc test at **p less-than 0.01, ***p less-than 
0.001. 
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FIG. 1 Shows a possible location of an epitope tag in the A-beta sequence 
of the beta-APP and predicted accumulation of epitope tagged cleavage 
fragments. The A-beta fragment (1-42), with the proposed proteolytic 
cleavage sites for secretases (alpha-, beta-, gamma 1 (40)-, and gamma 2 
(42)), is indicated. The epitope tag in this example is centered on the 
alpha secretase site (amino acids 16 to 17 in A-beta). cleavage by beta 
and gamma secretases is expected to lead to an accumulation of epitope 
tagged A-beta (1-40) and A-beta (1-42) in the conditioned medium, whereas 
cleavage by alpha secretase (within the epitope tag) is expected to 
destroy or reduce the accumulation of epitope tagged A-beta fragments in 
the conditioned medium. 

FIG. 2 Shows an immunoblot analysis of HEK 293 ( ***human*** embryonic 
kidney cell line, ATTC #CRL-1573) cell lysates after transfection with 
epitope-tagged beta-APP. Cell lysates were prepared by lysis of HEK 293 
cells into SDS and were fractionated by SDS-PAGE, fol lowed by transfer to 
nitrocellulose membranes. The membranes were developed with mAB 22C11 
(epitope in the ***n*** - ***terminus*** of full-length beta-APP; 
lanes 1 and 2), mAB anti HA 11 (influenza hemagglutinin epitope: 
YPYDVPDYA) (SEQ ID NO: 6) (directed to the HA 11 epitope tag; lanes 3 and 
4), and mAB 9E10 (directed to the myc epitope tag; lanes 5 and 6). Lane 
1, HEK 293 cells transfected with HA 11 beta-APP 695; lane 2, HEK 293 
cells transfected with vector alone ('Mock-transfection') ; lane 3, HEK 
293 cells transfected with HA 11 beta-APP 695; lane 4, HEK 293 cells 
transfected with vector alone; lane 5, HEK 293 cells transfected with myc 
betaAPP 695; lane 6, HEK 293 cells transfected with vector alone. The 
relative mobility of molecular weight standards is indicated to the left. 

FIG. 3 Shows an accumulation of beta-APP fragments into HEK 293 
conditioned medium. The 24 hour serum-free conditioned medium (lanes 1 
and 2) or cell lysates (lanes 3 and 4) of HEK 293 cells transfected with 
vector alone (lanes 1 and 3) or HA 11 beta-APP 695 (lanes 2 and 4) were 
harvested. The resulting polypeptides were fractionated by SDS-PAGE (10% 
acrylamide in separating gel) and transferred to nitrocellulose 
membranes. Panel A was developed with mAB anti -HA 11, whereas panel B was 
developed with mAB 22C11. The relative mobility of molecular weight 
standards is indicated to the right. 

FIG. 4 shows the detection of epitope-tagged beta-APP fragments in HEK 293 
conditioned medium after transfection with HA 11 beta-APP 695. 

Panel A: Microtiter wells were coated with mAB anti-HA 11 and after 
blocking, incubated with a dose-response of a synthetic HA 11 A-beta 
(1-40) peptide containing the HA 11 epitope centered on the alpha 
secretase cleavage site. Bound A-beta HA 11 was detected with polyclonal 

***antibodies*** specific for position 1 (Serotec) or position 40 
(QCB) , followed by HRPlabeled anti-rabbit IgG and TMB substrate. The 
change of absorbance at 650 nM was monitored and results are corrected 
for binding of secondary ***anti bodies*** to wells not incubated with 
the A-beta HA 11 peptide. Results are expressed as change of absorbance 



Panel B: Microtiter wells were coated as in panel A and incubated with the 
indicated dilutions of HEK 293/HA 11 betaAPP 695 conditioned medium (24 
hours). Bound HA 11 beta-APP 695 fragments were detected with 

***antibodies*** specific for position 1 and 40 as in panel A. Results 
are expressed and corrected as in panel A. 

FIG. 5 Shows a time-course of the accumulation of HA 11 A-beta (1-40) and 
A-beta (1-42) in HEK 293/HA 11 beta-APP 695 conditioned medium. HEK 
293/HA 11 beta-APP 695 was cultured in serum-free medium containing 0.2% 
bovine serum albumin in 96well microtiter plates for the indicated time 
intervals. The accumulation of HA 11 A-beta (1-40) and A-beta (1-42) was 
determined. For HA 11 A-beta polypeptides ending at position 40, 
microtiter wells were coated with mAB anti-HA 11 and bound polypeptides 
were detected with rabbit anti-A-beta 40 (QCB) , followed by HRP-labeled 
anti-rabbit igG. For the position 42specific ELISA, microtiter wells were 
coated with mAB anti-HA 11, and bound polypeptides were detected with 
biotin-labeled mAB 108 (position 42-specific) , followed by 
streptavidin-HRP conjugate. Results are corrected for binding of 
secondary ***antibodi es*** in the absence of conditioned medium and 
expressed as change of absorbance at 650 nM per minute (mOD/minute) . 

FIG. 6 Shows the effect of MDL 28170 and Brefeldin A on the accumulation 
of HA 11 A-beta (1-40) in HEK 293/HA 11 beta-APP 695 conditioned medium. 
HEK 293/HA 11 beta-APP 695 cells were plated at confluence in 96-well 
plates and the indicated doseresponse of either MDL 28170 (panel A), or 
Brefeldin A (panel B) was added for 16 hours. The accumulation of HA 11 
A-beta (1-40) (position 40-specific ***antibody*** ; QCB) was 
determined as in FIG. 5. Results are expressed as percentage inhibition 
of HA 11 Abeta (1-40) accumulation in comparison to wells incubated with 
vehicle (dimethyl sulfoxide, DMSO) alone. 

FIG. 7 Shows an isolation of HA 11 A-beta from HEK 293/HA 11 beta-APP 695 
cells. Conditioned medium (serum-free containing 0. 2% BSA) was passed 
over an mAB anti-HA 11 affinity matrix. After washing, the column was 
eluted with 5% formic acid in water. The peak fractions were pooled, 
dried in a Speed-Vac, resuspended in water and the pH was adjusted to 7.4 
with Tris. 

Panel A: The starting material, flow-through, and the pooled elution 
fractions (after dilution to account for the concentration of the HA 11 
A-beta on the column) were analyzed by ELISA specific for position 40 in 
HA 11 A-beta as in FIGS. 4 and 5. 

Panel B: The indicated dilutions of the pooled elution fractions were 
analyzed by ELISA specific for position 1, 40, and 42 in HA 11 A-beta. 
Note that approximately equal immunoreacti vity is present for the 
position 1 and 40 ***anti bodies*** , whereas the 42specific reactivity 
is lost with 10-fold lesser dilution. 

Panel C: The elution fractions were analyzed by SDS PAGE (16.5% 
polyacryl amide in separating gel), followed by immunoblottinq with mAB 
anti-HA 11, followed by HRP-labeled anti -mouse Ig, and chemi luminescence 
detection (ECL tm, Amersham). Lane 1, elution fraction, stained with mAB 
anti-HA 11; lane 2, elution fraction spiked with HA 11 A-beta peptide (50 
ng) ; lane 3, purified A-beta HA 11 1-40 peptide; and lane 4, elution 
fraction, stained under omission of anti-HA 11. 

L4 ANSWER 38 OF 391 IFIPAT COPYRIGHT 2003 IFI on STN 
AN 10143206 IFIPAT; IFIUDB ; IFICDB 

TI RECOMBINANT ***ANTIBODIES*** SPECIFIC FOR ***BETA*** - 

***AMYLOID*** ENDS, DNA ENCODING AND METHODS OF USE THEREOF; DNA 
ENCODING A RECOMBINANT ** *ANTIB0DY* ** MOLECULE END-SPECIFIC FOR AN 
AMYLOID-BETA PEPTIDE FOR PREVENTING OR INHIBITING PROGRESSION OF 
ALZHEIMER'S DISEASE 

IN chain Daniel G (IL) 

PA Mindset Biopharmaceuticals USA 

PI US 2002086847 Al 20020704 

AI US 2001-975932 20011015 

RLI US 1999-402820 19991012 DIVISION PENDING 

WO 1998-US6900 19980409 section 371 PCT Filing UNKNOWN 

PRAI US 1997-41850P 19970409 (Provisional) 

FI US 2002086847 20020704 

DT utility; Patent Application - First Publication 

FS CHEMICAL 

APPLICATION 
CLMN 30 

Gl 5 Figure(s). 

FIG. 1 shows a schematic representation of the ***beta*** - 

***amyloid*** precursor protein (beta APP) and the products of alpha, 
beta, and gamma-secretase cleavage. The general locations of various 
domains are indicated alonq with the cleavaae sites ( aloha, beta aamm^ 



expression and secretion of ectopic A beta-end-specific 

***anti bodies*** in the CNS inhibits (1) the accumulation of A beta 
peptides and (2) the neurotoxic consequences of amyloid deposition 
without affecting the biological functions of the soluble ***beta*** - 

***amyloid*** precursor protein. 
FIG. 2 shows the amino acid sequence (SEQ ID NO:l) of the region in beta 
APP from which ***beta*** - ***amyloid*** peptides (A beta) are 
derived. The arrows indicate the alpha-, beta- or gammasecretase cleavage 
sites, and the amino acid residues corresponding to the synthetic 
peptides to be used as immunogens are indicated underneath the sequence 
by line segments. 

FIGS. 3A-3D schematically show the structure of a whole ***antibody*** 
(FIG. 3A) with the variable domain of heavy (VH) and light (VL) chains 
and the constant domain(s) of light (CL) and heavy (CHI, CH2 , CH3) 
chains, a Fab fragment (FIG. 3B) , a Fv fragment (FIG. 3c) , and a single 
chain Fv fragment (scFv) (FIG. 3D). The Fab fragment shown in FIG. 3B 
consists of a variable domain of heavy VH and light VL chain and the 
first constant domain (CHI and cl) joined by a disulfide bridge. The Fv 
fragment shown in FIG. 3C represents the antigen binding portion of an 

***antibody*** formed by a non-coval ently linked variable region 
complex (VHVL) , whereas the single chain Fv shown in FIG. 3D joins the 
variable heavy VH with the variable light VL chain via a peptide linker. 

FIG. 4 schematically shows the construction of a scFv ***anti body*** 
by cloning the variable region of an end-specific anti-A beta monoclonal 

***antibody*** using the PCR amplification technique with primers A, B, 
C and D, and then joining together the variable heavy VL chain and the 
variable light VL chain with an interchain peptide linker (ICL) . The 
shaded area represents hypervari able regions of the antigen binding site 
and LP designates the leader peptide of the heavy and light chains. 

FIG. 5 shows a schematic representation of the AAV ScFv alpha A beta 
vector with the inverted terminal repeats (ITR) , ***human*** beta APP 
promoter (Hu beta APPP) , SV40 polyadenyl ation signal (SV40pA) indicated. 
The plasmid backbone is pSSV9. 
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FIG. 1 displays the chemical structure of NTox, a neurotoxin released by 
microglia and macrophages after exposure to senile plaques in vitro or in 
vivo. Chemical and enzymatic modifications of the isolated toxin have 
identified within NTox a phenolic hydroxyl group sensitive to tyrosinase, 
a ring structure sensitive to reduction by rhodium, and a terminal amine 
sensitive to fluorescamine (fluram) or plasma amine oxidase (PAO) . 

FIGS. 2A and B display steps in the isolation of NTox from frozen 
Alzheimer brain gray matter that involved extractions into ethyl acetate, 
acid hydrolysis and sequential gradient reverse phase high performance 
liquid chromatography (RP-HPLC) . FIG. 2A shows the final step of 
purification by RP-HPLC, using a C18 column and an acetonitrile gradient, 
shows a peak with elution at about 14% acetonitrile. Importantly, this 
peak is found in Alzheimer but not in control brain and corresponds to 
activity which is highly toxic to ciliary neurons. FIG. 2B displays the 
degree of purification of neurotoxin from Alzheimer brain tissue. Dose 
response curves show that the ED50= 10 mu M in the ultrafiltrate compared 
with 100 pM for highly purified toxin following acid hydrolysis and C18 
RP-HPLC . From such preparations, estimations of greater-than 100,000 
fold purification of toxin from ***human*** brain. The phenolic 
content is estimated by uvmax at 265 nm with a similar result obtained 
when values are normalized to amine content measured by fluorescamine. 

FIG. 3 shows the correlation between microglial clusters found in 
Alzheimer brain and levels of extracted neurotoxins. NTox was isolated 
from tissue blocks by aqueous extraction and 2step ion exchange 
chromatography (DOWEX and sp-sephadex) while neighboring portions of 



number of clusters per mm2 in 50 random field, spearman rank correlation 
was highly significant (n=71 tissue regions from 6 brains; rs less-than 
0. 0005) suggesting that significant amounts of NTox are found in 
Alzheimer brain within brain structures laden with reactive microglia. 
FIGS. 4A and B sets forth the results of neurotoxin infused directly into 
rat brain kills neurons in vivo. Nissl stained rat hippocampus (CA3 
region) 5 days after stereotaxic injection of neurotoxin. Dead and dying, 
pyknotic neurons are readily apparent as darkly stained, shrunken 
profiles in the side injected with a neurotoxin recovered from Alzheimer 
brain (FIG. 4B; Bar=40 micron), compared to the contralateral hippocampus 
injected with an identical non-toxic fraction from age matched normal 
brain (FIG. 4A) . The inventor estimates about 100 pmoles of purified 
neurotoxin were contained in the 1.0 mu 1 fluid volume injected into the 
hi ppocampus . 

FIG. 5 shows the specificity of A beta 1-42 to macrophages is seen by 
comparison with incubating either macrophages or kidney cells with 
microspheres coupled to A beta 1-42 for 4 hours at 37 degrees c. in the 
presence of increasing amounts of A beta 10-16 mixed with the culture 
media. As shown, competition occurs with the macrophages in a dose 
dependent manner while no changes in binding are seen for kidney cells. 
These and similar data indicate a specificity for A beta binding to in 
microglia, macrophages, and other classes of microglia-like cells. 

FIGS. 6A and B shows twenty four hour exposure of ***human*** 
embryonic kidney (HEK) cells to 1 nM of NTox resulted in significant cell 
death as measured by trypan blue staining but only in those cells 
expressing heteromeric NMDA receptors. FIG. 6A) Photomicrograph of trypan 
blue(+) control HEK cells exposed to NTox. Few blue, dead cells are 
noted. FIG. 6B shows HEK cells expressing NMDAlb/2A were also exposed to 
NTox for 24 hours. As seen, far larger number of dying cells appear. This 
NTox killing effect was found in heteromeric expression (R1/R2) and could 
be blocked by MK-801. 

FIGS. 7A, B, and C show SpheresA beta 1-42 in vivo. Weeks after 
implantation of large microspheres (250 micron diameter) remain embedded 
within brain neocortex (FIG. 7A) . FIG. 7B shows an implanted SphereBSA 
with very few scavenger receptor(+) microglia abutting the control 
microsphere. In contrast, SpheresA beta 1-42 chronically stimulate the 
presence of reactive cells (FIG, 7c) . Microglia were visualized by uptake 
of fluorescent labeled acetylated LDL, Dil-ac-LDL Bar=40 mu m, FIG. 7A; 
25 mu m FIGS. 7B and C. 

FIGS. 8A and B shows scavenger receptor II mRNA in tissue surrounding 
sphere implants. FIG. 8A reveals that at two weeks after implantation, 
there is a 5-fold increase in receptor mRNA surrounding the sphereA beta 
1-42 when compared to undamaged control tissue or SphereBSA. FIG. 8B, in 
contrast, reveals that all sites had similar levels of the marker mRNA 
G3PDH. Data support histological changes. 

FIGS. 9A, B, and C shows infusion of A beta 1-42 into the neocortex of 
adult rat produces an inflammatory response 5 days later at the site of 
injection as seen by the presence of reactive microglia and macrophages 
labeled with Dil-ac-LDL (0.5 nmoles injected. FIG. 9B reveals that 
co-infusion of 0.5 nmoles of A beta 1-42 plus 1.0 nmole of A beta 13-16 
blocks the interaction of A beta 1-42 with microglia in vivo and reduces 
the local brain inflammatory response while co-infusion with 1. 0 nmole A 
beta 1-5 did not alter inflammation (FIG. 9C, Bar= 30 microns). 

FIG. 10 shows in vitro screening of drugs which inactivate microglia 
stimulated by A beta 1-42. Test concentrations of immuno-suppressive 
drugs (0.1 to 10 mu M) showed that only chloroquine had a protective 
effect and prevented appearance of neurotoxic microglia when mixed with A 
beta peptides. Such in vitro assays permit rapid screening of drugs with 
therapeutic potential for Alzheimer Disease. 

FIG. 11 shows in vitro screening of drugs which inactivate microglia 
stimulated by A beta 1-42. Test concentrations of signal transduction 
inhibitors (0.01 to 100 mu M) showed that only compounds that block the 
tyrosine kinases (damacanthal and geni stein) chloroquine had a protective 
effect and prevented appearance of neurotoxic microglia when mixed with A 
beta peptides, such in vitro assays permit rapid screening of drugs which 
serve as lead compounds for development of therapeutics for Alzheimer 
Disease . 

FIG. 12 shows a comparison of NTox with other brain-derived compounds 
which contain a phenolic and terminal amine group. Tyramine appears to 
significant structural similarity with NTox. Tyramine, however, has no 
known neurotoxic or neuroprotective properties. 

FIG. 13 reveals neuroprotective effects of NTox-like compounds. Test 
conditions include microglia stimulated with A beta 1-42, isolated NTox 
applied to neurons directly, or neurons mixed with 100 mu M of the toxin 
quinolinic acid (QUIN) . As shown, only tyramine prevented neuronal 



acid which points to existence of families of molecules which could 
prevent microglia-mediated neuron injury. 

FIGS. 14A-D displays neurotoxic microglia activated by betaamyloid 
peptide. FIG. 14a shows a fluorescence photomicrograph of neurons 
immuno-stained with anti -neurofilament and anti-MAP 2 ***anti bodies*** 
found in control hippocampal cultures (1,200 cells per mm2) that were 
supplemented with microglia (500 per mm2) . FIG. 14b shows a culture 
identical to FIG. 13A exposed to synthetic ***human*** A beta 1-42 (1 
mu mole/1) for 72 hours resulting in a dramatic loss of neurons (Bar= 20 
microns). FIG. 14c shows testing of various A beta peptides in a 
neurotoxicity assay using rat hippocampal cultures supplemented with 
microglia resulting in 70-80% killing of neurons after exposure for 72 
hours to ***human*** A beta 1-40, A beta 1-42, or A beta 1-42 coupled 
to microspheres (Spheres A beta 1-42) while elimination of microglia from 
the cultures prevented neuron death. The pattern of neuron killing by 
synthetic peptides was similar to that elicited by either isolated AD 
plaques or native A beta purified from plaques. Interestingly, rodent A 
beta 1-40 (Arg5, PhelO, and Argl3) did not activate microglia. The A beta 
peptides containing either the ***n*** _ ***terminus*** of the 
peptide (A beta 1-11, A beta 1-16, and A beta 1-28) or C-terminus (A beta 
17-43) alone also were inactive. FIG. 14D shows the capacity of A beta 
1-42 (1 mu mole/1) to activate microglia examined after modification of 
the N-terminal region by chemical or enzymatic methods. Altering residues 
in the 13 to 16 domain blocked the A beta 1-42 induction of neurotoxic 
microglia. Cyclohexanedione (CHD) -modification of Arg5; tetrani tromethane 
(TNM)modification of TyrlO; di ethyl pyrocarbonate (DEPC)modification of 
His6, Hisl3, Hisl4 with hydroxylamine used to reverse the DEPC effect; 
transglutaminase (TNG) modification of GlnlS; ethyl acetimidate 
(EAM)-modification of I_ysl6. 

FIGS. 15A-D depicts inhibition of A beta binding to microglia. FIG. 15A 
shows A beta 1-42 coupled to fluorescent microspheres and the Spheres A 
beta 1-42 monitored for binding to microglia after 4 hours at 37 degrees 
C. in the presence of peptides (all at 10 mu moles/1). Only peptides 
containing residues 13-16 were able to competitively block sphere 
binding. FIG. 15B shows that enzymatic treatments of microglia altered A 
beta binding to cells. Spheresmal -BsA (which bind to scavenger receptors) 
or Spheres A beta 1-42 were incubated with microglia for 4 hours 
following pre-treatment of cells with trypsin (5000 units/ml at 37 
degrees C. for 60 min followed by inactivation with soybean trypsin 
inhibitor), with heparinase (heparin lyase EC 4.2.2.7; two consecutive 
treatments each of 0.01 units/ml for 60 min), or with chondroitinase ABC 
(chondroitin ABC lyase EC 4.3.3.4; two consecutive treatments each of 
0.02 units/ml for 60 min). Binding by either Spheres A beta 1-42 or 
Spheresmal -BSA to microglia were reduced by trypsin. Heparinase, however, 
only decreased SpheresA beta 1-42 while chondroitinase affected neither A 
beta or scavenger ligand binding sites. FIG. 15c shows that competition 
with ligands again suggest the involvement of a heparin 
sul fate-containing site on microglia with reduction of binding in the 
presence of heparin sulfate (50 mu g/ml) or A beta 1-16 (10 mu mole/1). 
In contrast, scavenger receptor binding of Spheresmal -BSA was blocked by 
known scavenger receptor ligands such as dextran sulfate (500 mu g/ml) or 
acetylated LDL (ac-LDL, 200 mu g/ml). FIG. 15D shows that plaque 
induction of neurotoxicity in microglia involves heparin 
sul fate-containing site. Microglia mixed with hippocampal neurons were 
treated with combinations of beta-Dxyloside (1 mm), heparinase (0.02 
units/ml), or chondroitinase (0.04 units/ml) and then exposed to plaques. 
Enzyme treatments alone, particularly that of heparinase brought on some 
reduction in neurotoxic activity; however, a combination of both 
enzymatic degradation of heparin sulfate plus competitive blockade of 
glycosylation by beta-D-xyloside completely eliminated plaque activation. 

FIGS. 16A-C displays neurotoxic microglia blocked by A beta peptides. FIG. 
16A shows both A beta 1-42 (1 mu moles/1) in solution and or SpheresA 
beta 1-42 (250,000 per well) added to hippocampal cultures supplemented 
with microglia in the presence of various synthetic A beta peptides (all 
at 10 mu moles/1). Peptides containing residues 13 to 16 prevented A beta 
induction of neurotoxic microglia. FIG. 16b shows that dose curves show a 
greater blocking capacity for those peptides containing residues within 
the 1-16 hydropnilic portion of A beta . Addition of more hydrophobic 
segments (beyond residue 16) diminish the ability of peptide to block A 
beta 1-42 interactions with microglia. FIG. 16C sets forth comparisons of 
various peptides confirm that the HHQK domain of A beta blocks plaque 
activation of neurotoxic microglia. 

FIG. 17 sets forth a table of the effects of ***beta*** - 

***Amy1oid*** peptides upon microglia. All peptides which contain the 
unmodified region encompassing residues 13-16 (shaded) block A beta 1-42 



microglial neurotoxicity, and the ability of AD plaques to induce 
microglial neurotoxicity. NA= not applied in this neurotoxicity test, 
since the free peptide induces microglial toxicity. 

figs . 18A-G show selective elimination of microglia from mixed hippocampal 
cultures. Control cultures (FIGS. 18A, 18C, 18E) show complex neuronal 
networks revealed by MAP-2/neurofi lament immunostaining (FIG. 18A) , the 
presence of Dil-ac-LDL(+) microglia (FIG. 18B) , and near confluent feeder 
layer of GFAP(+) astrocytes (FIG. 18C) . After treatment of cultures with 
saporin coupled to acetylated LDL (FIGS. 18B, 18D, 18 F) , there was an 
elimination of microglia (FIG. 18D) without effect on survival of either 
neurons (FIG. 18B) or astroglia (FIG. 18 F) . Bar= 25 mu m. FIG. 18G shows 
counts of specific cell populations with and without sap-ac-LDL treatment 
confirm the specific depletion of microglia. Data are expressed as mean 
values ^/-standard error obtained from 9 randomly selected fields from at 
least 5 independent cultures viewed at 200 x magnification. 

FIGS. 19A-D displays constituents of solubilized native senile plaques 
elicit neuron killing. FIG. 19A shows neuritic/core or diffuse plaques 
were isolated from cortical gray matter, solubilized in formic acid, and 
dialyzed against a betaine buffer. Equal amounts of plaque protein 
(normalized to total amine content at 400 mu moles/1) were added to 
neuronal cultures in the presence (100,000 cells per culture) or absence 
of rat microglia. As shown, solubilized neuritic/core plaque proteins 
(Neuritic/Core Plaque) lead to significant killing of neurons, but only 
in the presence of microglia. Neither solubilized diffuse plaque proteins 
(Diffuse Plaque) nor the betaine buffer (Buffer Control) elicited 
neurotoxic activity. FIG. 19b shows size-exclusion chromatography of 
neuritic/core plaque proteins using two Superose 12 columns in tandem 
(300 mm x 10 mm x 2; beads 10 mu m diameter). The chromatogram was 
developed with 80% glass distilled formic acid at a flow rate of 0.3 ml 
per minute and monitored at 280 nm. The approximate molecular masses of 
the fractions were: Si, 200 kDa; S2 , 45 kDa; S3, 15 kDa; s4, 10 kDa; and 
S5 t 5 kDa. FIG. 19c shows a histogram in which exposure to peaks S3, s4, 
and S5 all elicited significant increases in the percent of reactive 
microglia as defined by morphologic criteria, whereas peaks Si and S2 do 
not. FIG. 19D shows fractions of solubilized neuritic/ core plaques 
applied to hippocampal cultures in the presence or absence of microglia. 
No neuron killing was detected in cultures free of microglia. Neuron loss 
appeared, however, in microglia containing cultures exposed to peaks S3, 
S4, and S5, all which contain A beta . 

FIGS. 20A-E displays soluble fractions of native plaques induce microglial 
reactivity. Bright field photomicrographs of rat microglia cultures 
exposed to peak si (FIG. 20A) or peak S5 (FIG. 20B) and immuno-stai ned 
for the presence of A beta . As shown, aggregates of A beta are found 
throughout the cultures incubated with peak S5 (Bar= 25 microns). Phase 
photomicrographs show cultured microglia as process bearing cells with 
spinous surfaces typical of non-reactive eel Is despite exposure to peak 
S4 (FIG. 20C). in contrast, microglia exposed to peak S5 retract 
processes and take on a reactive cell morphology similar to that found in 
AD brain (FIG. 20D; Bar= 5 microns). 

FIGS. 21A-D displays toxic actions of synthetic A beta peptides upon 
neurons. FIG. 21A and 21B shows high concentrations of most A beta 
peptides placed in hippocampal cultures containing neurons and astroglia 
(but depleted of microglia) show little effect. There is, however, a 
generalized cytotoxic action by A beta 25-35 at greater-than 30 mu 
moles/1 on both neurons (FIG. 21A) and astroglia (FIG. 21B). In the 
absence of microglia, none of the A beta peptides (at 1 mu mole/1) 
produce destruction of neurons, when rat microglia are added to neuronal 
cultures, however, only A beta 1-40 and A beta 1-42 elicit neuron killing 
(FIG. 21C). as shown in FIG. 2lD, addition of increasing numbers of 
microglia show a saturated neuron killing response at a density of 150 
microglia per mm2 when incubated with 1 mu mole/liter A beta 1-42; 
microglia found within the E18 culture at the time of plating (endogenous 
microglia) also showed an efficient killing capacity in the presence of A 
beta . These observations point to the need to deplete neuron cultures of 
microglia when assessing mechanisms of A beta toxicity. Dose response 
curves reveal A beta 1-42 to be the most potent microglial stimulus with 
an estimated ED50 of 10 nmoles/1 compared to 80 nmoles/1 for A beta 1-40 
(500 microglia per mm2; FIG. 2lE). 

FIGS. 22A-F depicts cellular responses upon exposure to synthetic A beta 
peptides. Phase microscopy shows that cultured rat microglia undergo 
morphological changes with retraction of processes when exposed to 1 mu 
mole/1 A beta 1-42 (FIG. 22e) ; in contrast, 1 mu mole/1 A beta 17-43 
(FIG, 22C) does not alter microglial morphology which appear identical to 
untreated cells grown under control conditions (FIG. 22A). Fluorescence 
microscopy of neuron plus microglia cultures showed robust NF(+) MAP2(+) 



conditioned media (10% vol/vol) from microglia incubated with 1 mu mole/1 
A beta 17-43 (FIG. 22D) . Significant neuron loss occurred, however, if 
hippocampal cultures were exposed to conditioned media from microglia 
incubated with 1 mu mole/1 A beta 1-42 (FIG. 22F). Bar= 25 microns. 

figs. 23A-E displays A beta activation of microglia after coupling to 
microspheres. Fl uorescently labeled microspheres were covalently coupled 
to A beta 1-42 and placed in hippocampal cultures containing rat 
microglia (500 cells per mm2) After 72 hours, A beta 1-42-spheres (FIG. 
23A) were localized specifically within Di l-ac-LDL(+) microglia (FIG. 
23B, co-localization noted by arrows), in contrast, A beta 
17-43microspheres (FIG. 23C) showed no consistent association with 
microglia (FIG. 23D; Bar= 20 micron). FIG. 23E) Comparison of capacity of 
A beta in solution or coupled to microspheres (beadbound) to elicit 
neurotoxic microglia (250,000 microspheres per culture; 100,000 microglia 
per culture; 72 hour incubation). Neuronal loss was similar if A beta 
peptides were in solution or bound to beads, indicating that fibril 
formation, or other changes in tertiary structure, were not necessary to 
stimulate neurotoxic microglia. 

FIGS, 24A-H depicts fluorescent photomicrographs of hippocampal cultures 
after exposure to A beta 1-42. FIG. 24A shows control cultures show 
complex networks of NF(+), MAP-2(+) neurons. FIG. 24B shows exposure of 
cultures to 100 mu moles/liter A beta 142 in the absence of microglia has 
no effect on neuron number, while (FIG. 24c) addition of 100 nmoles/liter 
A beta 1-42 in the presence of rat microglia (500 cells per mm2) 
destroyed nearly all neurons. FIGS. 24D-G shows immunostaining for 
neuronspecific enolase (NSE) is not specific to neurons in CNS cultures 
as shown by immunofl uorescent visualization of glia in cultures of 
neuron-free optic nerve, including gal actocerebroside(+) ol igodenrogl ia 
(FIG. 24D) and GFAP(+) astrocytes (FIG. 24F) which are both NSE(+) (FIG. 
24E and 24G, respectively). Bar= 10 mu m. in FIG. 24H, ciliary neuron 
cultures showed that A beta 1-42 is not toxic to neurons in the absence 
of brain glia (A beta 1-42 only) after 48 hour exposure. Conditioned 
media from A beta 1-42-stimul ated microglia (Microglia* A beta 1-42) did, 
however, kill neurons, indicating that astrocytes are not necessary to 
the microglial neurotoxicity. 

FIGS. 25A-E displays ***human*** microglia and neuron killing. FIG. 
25A shows only A beta-containing fractions from solubilized neuritic/core 
plaques (peaks S3 (54 nmole/1), S4 (220 mu mole/1) , and S5 (250 mu 
mole/1)) elicit ** Vf human*** microglia to engage in neurotoxic 
behaviors. FIG. 25B shows that when tested at 1 mu mole/liter 
concentrations, synthetic A beta 1-40 and A beta 142 also stimulated 
release of neurotoxin from *** human*** microglia, while smaller AP 
fragments had no effect. Despite neuron killing, there is no evidence of 
increased production of nitrate or nitrite by ***human*** cells 
stimulated with either native (FIG. 25c) or synthetic (FIG. 25D) AD. FIG. 
25E shows that neuron killing could be induced by ***human*** or rat 
microglia exposed to 1 mu mole/liter of the ***human*** forms of 
either A beta 1-42 or A beta 1-40. The rodent form of A beta 1-40, 
however, was inactive, as were fragments of ***human*** A beta, 
including 128, 12-28, and 17-43. 

FIGS. 26A-C displays drug blockade of A beta induced neuron killing by rat 
and ***human*** microglia. To investigate mechanisms of cell killing, 
rat microglia were stimulated with 1 mu mole/1 A beta 1-42 (Rat/A beta 
1-42) and ***human*** cells with fraction s5 (containing 250 mu 
mole/1 of native A beta 1-42) from solubilized neuritic/core plaques ( 

***Human*** /S5 Peak). FIG. 26a shows agents that act as free radical 
scavengers (vitamin E, 100 mu M; catalase, 25 units/ml; glutathione, 100 
mu M) did not block microglial killing of neurons. No protective effects 
were observed with the nitric oxide synthetase inhibitors 
L-N-5-(limin-oethyl)ornithine hydrochloride (L-NIO, 10 mu M) or diphenyl 
iodonium (DPI, 300 nM) , although the NMDA antagonist AP5 prevented neuron 
death. FIG. 26B shows other NMDA antagonists acting at the receptor site 
(A beta 7), at the polyamine regulatory site (ifenprodil) , or at the ion 
channel (MK801) all blocked neuron death, while the non-NMDA glutamate 
antagonists (GAMS, BNQX) did not. All drugs were applied at 10 mu M. FIG. 
26c shows isolation of neurotoxin from culture media conditioned by A 
beta-stimulated rat microglia (A beta 1-42/ Microglia) or from frozen AD 
gray matter (AD Brain) involved extractions in ethyl acetate (pH 10.5), 
acid hydrolysis, and sequential gradient RP-HPLC (C18 column using a 0 to 
20% acetonitrile gradient in dH2o with 0.1% trifluoroacetic acid). 
Neurotoxin activities from microglial conditioned media copurifies with 
that from AD brain tissue with a co-el ution using RP-HPLC at about 14% 
acetonitrile. Neurotoxicity was not found within control brain extracts 
or from unstimulated microglial culture media. 

FIG. 27 depicts A beta domains and interactions with microglia. FIG. 10a 



Sepharose bead coupled to ***human*** A beta 1-42 peptides. FIG. 27B 
shows a fluorescence photomicrograph of the same bead showing adherent 
cell labeled by the fluorescent microglial marker Di i-ac-LDL ; Bar= 20 
microns. FIG. 27C shows rat microglial adherence to sepharose-coupl ed 
beads after six hours. Plaque proteins derived from neuritic/core plaques 
provided an anchoring site for microglia, as did A beta 1-42. 
Importantly, A beta 1-28 also promoted bead binding, while A beta 17-43 
did not. controls included beads coupled to glycine (Control glycine) and 
to bovine serum albumin (control -BSA) . Data shown are expressed as the 
numbers of adhering cells per 100 randomly selected beads ^/-standard 
error after 6 hour incubation at 37 degrees c. 
FIGS. 28A-G displays that the A beta cell binding domain is required for 
activation of neurotoxic microglia. Fluorescent photomicrographs showing 
microsphere binding to enriched cultures of rat microglia (500/mm2) after 
4 hour incubation at 37 degrees C. Coupling of A beta peptides to 
fluorescent microspheres snowed that A beta 1-42 (FIG. 28A) , A beta 12-28 
(FIG. 28D), and A beta 10-16 (FIG. 28E) readily bind, while peptides A 
beta 17-43 (FIG. 28B), A beta 1-11 (FIG. 28c) , and A beta 1-5 (FIG. 28F) 
did not. Quantitations of binding pattern (FIG. 28G) indicated that 
regions of the _ ***termi nus*** -containing amino acid 

residues 10-16 were necessary for A beta binding to microglia. Data are 
expressed as mean values +/-standard error when viewed at 200 x 
magnification . 

FIG. 29 displays the comparison of A beta effects upon microglia. FIG. 
29A shows dose response curves in which although A beta 10-16 is able to 
bind to microglia, it did not elicit neurotoxic microglia. The addition 
of this microglial binding domain to A beta 17-42 (which neither binds to 
microglia nor elicits toxicity) created a peptide, A beta 10-42, which 
both bound to microglia and stimulated microglia to kill neurons, fig. 
29b shows a diagram comparing the structures and functions of synthetic 
peptides. The shaded area illustrates the Nterminal portion of A beta 
that differs between ***human*** and rat forms and which appears 
necessary for microglial adherence. ! 
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FIG. 1 displays the chemical structure of NTox, a neurotoxin released by 
microglia and macrophages after exposure to senile plaques in vitro or in 
vivo, chemical and enzymatic modifications of the isolated toxin have 
identified within NTox a phenolic hydroxyl group sensitive to tyrosinase, 
a ring structure sensitive to reduction by rhodium, and a terminal amine 
sensitive to fl uorescamine (fluram) or plasma amine oxidase (PAO) . 

figs. 2a and B display steps in the isolation of NTox from frozen 
Alzheimer brain gray matter that involved extractions into ethyl acetate, 
acid hydrolysis and sequential gradient reverse phase high performance 
liquid chromatography (RP-HPLC) . FIG. 2A shows the final step of 
purification by RP-HPLC, using a C18 column and an acetonitrile gradient, 
shows a peak with elution at about 14% acetonitrile. Importantly, this 
peak is found in Alzheimer but not in control brain and corresponds to 
activity which is highly toxic to ciliary neurons. FIG. 2b displays the 
degree of purification of neurotoxin from Alzheimer brain tissue. Dose 
response curves show that the ED50=10 mu M in the ul trafiltrate compared 
with 100 pM for highly purified toxin following acid hydrolysis and C18 
RP-HPLC. From such preparations, estimations of greater-than 100,000 
fold purification of toxin from ***human*** brain. The phenolic 
content is estimated by UVmax at 265 nm with a similar result obtained 
when values are normalized to amine content measured by fl uorescamine. 

FIG . 3 shows the correlation between microglial clusters found in 
Alzheimer brain and levels of extracted neurotoxins. NTox was isolated 
from tissue blocks by aqueous extraction and 2step ion exchange 
chromatography (DOWEX and SP-SEPHADEX) while neighboring portions of 
adiacent tissue stainpH fnr HiA-np^j.^ nn>r^i,M t - /* -> 



number of clusters per mm2 in 50 random field. Spearman rank correlation 
was highly significant (n=71 tissue regions from 6 brains; rs less-than 
0. 0005) suggesting that significant amounts of NTox are found in 
Alzheimer brain within brain structures laden with reactive microglia. 
FIGS. 4A and B sets forth the results of neurotoxin infused directly into 
rat brain kills neurons in vivo. Nissl stained rat hippocampus (CA3 
region) 5 days after stereotaxic injection of neurotoxin. Dead and dying, 
pyknotic neurons are readily apparent as darkly stained, shrunken 
profiles in the side injected with a neurotoxin recovered from Alzheimer 
brain (FIG. 4B; Bar=40 micron), compared to the contralateral hippocampus 
injected with an identical non-toxic fraction from age matched normal 
brain (FIG. 4A) . The inventor estimates about 100 pmoles of purified 
neurotoxin were contained in the 1.0 mu 1 fluid volume injected into the 
hippocampus . 

FIG. 5 shows the specificity of A beta 1-42 to macrophages is seen by 
comparison with incubating either macrophages or kidney cells with 
microspheres coupled to A beta 1-42 for 4 hours at 37 degrees C. in the 
presence of increasing amounts of A beta 10-16 mixed with the culture 
media. As shown, competition occurs with the macrophages in a dose 
dependent manner while no changes in binding are seen for kidney cells. 
These and similar data indicate a specificity for A beta binding to in 
microglia, macrophages, and other classes of microglia-like cells. 

figs. 6A and B shows twenty four hour exposure of ***human*** 
embryonic kidney (HEK) cells to 1 nM of NTox resulted in significant cell 
death as measured by trypan blue staining but only in those cells 
expressing heteromeric NMDA receptors. FIG. 6A) Photomicrograph of trypan 
blue(+) control HEK cells exposed to NTox. Few blue, dead cells are 
noted. FIG. 6B shows HEK cells expressing NMDAlb/2A were also exposed to 
NTox for 24 hours. As seen, far larger number of dying cells appear. This 
NTox killing effect was found in heteromeric expression (R1/R2) and could 
be blocked by MK-801. 

FIGS. 7A, b, and c show spheresA beta 1-42 in vivo, weeks after 
implantation of large microspheres (250 micron diameter) remain embedded 
within brain neocortex (FIG. 7a). fig. 7B shows an implanted SphereBSA 
with very few scavenger receptor(+) microglia abutting the control 
microsphere. In contrast, SpheresA beta 1-42 chronically stimulate the 
presence of reactive cells (FIG. 7C) . Microglia were visualized by uptake 
of fluorescent labeled acetylated LDL, Dil-ac-LDL Bar=40 mu m, FIG. 7A; 
25 mu m FIGS. 7B and C. 

FIGS. 8A and B shows scavenger receptor II mRNA in tissue surrounding 
sphere implants. FIG. 8A reveals that at two weeks after implantation, 
there is a 5-fold increase in receptor mRNA surrounding the sphereA beta 
1-42 when compared to undamaged control tissue or SphereBSA. FIG. 8B, in 
contrast, reveals that all sites had similar levels of the marker mRNA 
g3pdh. Data support histological changes. 

FIGS. 9A, B, and C shows infusion of A beta 1-42 into the neocortex of 
adult rat produces an inflammatory response 5 days later at the site of 
injection as seen by the presence of reactive microglia and macrophages 
labeled with Dil-ac-LDL (0.5 nmoles injected. FIG. 9B reveals that 
co-infusion of 0.5 nmoles of A beta 1-42 plus 1.0 nmole of A beta 13-16 
blocks the interaction of A beta 1-42 with microglia in vivo and reduces 
the local brain inflammatory response while co-infusion with 1. 0 nmole A 
beta 1-5 did not alter inflammation (fig. 9C, Bar=30 microns). 

fig. 10 shows in vitro screening of drugs which inactivate microglia 
stimulated by A beta 1-42. Test concentrations of immuno-suppressi ve 
drugs (0.1 to 10 mu M) showed that only chloroquine had a protective 
effect and prevented appearance of neurotoxic microglia when mixed with A 
beta peptides. Such in vitro assays permit rapid screening of drugs with 
therapeutic potential for Alzheimer Disease. 

FIG. 11 shows in vitro screening of drugs which inactivate microglia 
stimulated by A beta 1-42. Test concentrations of signal transduction 
inhibitors (0.01 to 100 mu M) showed that only compounds that block the 
tyrosine kinases (damacanthal and geni stein) chloroquine had a protective 
effect and prevented appearance of neurotoxic microglia when mixed with A 
beta peptides. Such in vitro assays permit rapid screening of drugs which 
serve as lead compounds for development of therapeutics for Alzheimer 
Disease. 

fig. 12 shows a comparison of NTox with other brain-derived compounds 
which contain a phenolic and terminal amine group. Tyramine appears to 
significant structural similarity with NTox. Tyramine, however, has no 
known neurotoxic or neuroprotective properties. 

FIG. 13 reveals neuroprotective effects of NTox-like compounds. Test 
conditions include microglia stimulated with A beta 1-42, isolated NTox 
applied to neurons directly, or neurons mixed with 100 mu M of the toxin 
quinolinic acid (QUIN) . As shown, only tyramine prevented neuronal 



acid which points to existence of families of molecules which could 
prevent microglia-mediated neuron injury. 

figs. 14A-D displays neurotoxic microglia activated by betaamyloid 
peptide, fig. 14A shows a fluorescence photomicrograph of neurons 
immuno-stained with anti-neurofilament and anti-MA beta 2 

*** antibodies*** found in control hippocampal cultures (1,200 cells per 
mm2) that were supplemented with microglia (500 per mm2) . FIG. 14B shows 
a culture identical to FIG. 13A exposed to synthetic ***human*** A 
beta 1-42 (1 mu mole/1) for 72 hours resulting in a dramatic loss of 
neurons (Bar=20 microns). FIG. 14c shows testing of various A beta 
peptides in a neurotoxicity assay using rat hippocampal cultures 
supplemented with microglia resulting in 70-80% killing of neurons after 
exposure for 72 hours to ***human*** A beta 1-40, A beta 1-42, or A 
beta 1-42 coupled to microspheres (Spheres A beta 1-42) while elimination 
of microglia from the cultures prevented neuron death. The pattern of 
neuron killing by synthetic peptides was similar to that elicited by 
either isolated AD plaques or native A beta purified from plaques, 
interestingly, rodent A beta 1-40 (Arg5, PhelO, and Argl3) did not 
activate microglia. The A beta peptides containing either the ***n*** 
- ***terminus*** of the peptide (A beta 1-11, A beta 1-16, and A beta 
1-28) or C-terminus (A beta 17-43) alone also were inactive. FIG. 14D 
shows the capacity of A beta 1-42 (1 mu mole/1) to activate microglia 
examined after modification of the N-terminal region by chemical or 
enzymatic methods. Altering residues in the 13 to 16 domain blocked the A 
beta 1-42 induction of neurotoxic microglia. Cyclohexanedione 
(CHD)-modification of Arg5 ; tetrani tromethane (TNM)modification of TyrlO; 
diethyl pyrocarbonate (DEPC) -modification of His6, Hisl3, Hisl4 with 
hydroxy! amine used to reverse the DEPC effect; transglutaminase (TNG) 
modification of GlnlS; ethyl acetimidate (EAM)-modifi cation of Lysl6. 

FIGS. 15A-D depicts inhibition of A beta binding to microglia. FIG. 15A 
shows A beta 1-42 coupled to fluorescent microspheres ana the Spheres A 
beta 1-42 monitored for binding to microglia after 4 hours at 37 degrees 
C. in the presence of peptides (all at 10 mu moles/1). Only peptides 
containing residues 13-16 were able to competitively block sphere 
binding. FIG. 15B shows that enzymatic treatments of microglia altered A 
beta binding to cells. spheresmal -BSA (which bind to scavenger receptors) 
or SpheresA beta 1-42 were incubated with microglia for 4 hours following 
pre-treatment of cells with trypsin (5000 units/ml at 37 degrees C. for 
60 min followed by inactivation with soybean trypsin inhibitor), with 
heparinase (heparin lyase EC 4.2.2.7; two consecutive treatments each of 
0.01 units/ml for 60 min), or with chondroitinase ABC (chondroitin ABC 
lyase EC 4.3.3.4; two consecutive treatments each of 0.02 units/ml for 60 
min). Binding by either SpheresA beta 1-42 or Spheresmal -BSA to microglia 
were reduced by trypsin. Heparinase, however, only decreased SpheresA 
beta 1-42 while chondroitinase affected neither A beta or scavenger 
ligand binding sites. FIG. 15C shows that competition with ligands again 
suggest the involvement of a heparin sul fate-containing site on microglia 
with reduction of binding in the presence of heparin sulfate (50 mu g/ml) 
or A beta 1-16 (10 mu mole/1). In contrast, scavenger receptor binding of 
Spheresmal -BSA was blocked by known scavenger receptor ligands such as 
dextran sulfate (500 mu g/ml) or acetylated LDL (ac-LDL, 200 mu g/ml). 
FIG. 15D shows that plaque induction of neurotoxicity in microglia 
involves heparin sul fate-containing site. Microglia mixed with 
hippocampal neurons were treated with combinations of beta-Dxyloside (1 
mm), heparinase (0.02 units/ml), or chondroitinase (0.04 units/ml) and 
then exposed to plaques. Enzyme treatments alone, particularly that of 
heparinase brought on some reduction in neurotoxic activity; however, a 
combination of both enzymatic degradation of heparin sulfate plus 
competitive blockade of glycosylation by beta-D-xyloside completely 
eliminated plaque activation. 

FIGS. 16A-C displays neurotoxic microglia blocked by A beta peptides. FIG. 
16A shows both A beta 1-42 (1 mu moles/1) in solution and or SpheresA 
beta 1-42 (250,000 per well) added to hippocampal cultures supplemented 
with microglia in the presence of various synthetic A beta peptides (all 
at 10 mu moles/1). Peptides containing residues 13 to 16 prevented A beta 
induction of neurotoxic microglia. FIG. 16B shows that dose curves show a 
greater blocking capacity for those peptides containing residues within 
the 1-16 hydrophilic portion of A beta . Addition of more hydrophobic 
segments (beyond residue 16) diminish the ability of peptide to block A 
beta 1-42 interactions with microglia. FIG. 16c sets forth comparisons of 
various peptides confirm that the HHQK domain of a beta blocks plaque 
activation of neurotoxic microglia. 

FIG. 17 sets forth a table of the effects of ***b e ta*** - 

***Amy1oid*** peptides upon microglia. All peptides which contain the 
unmodified region encompassing residues 13-16 (shaded) block A beta 1-42 



microglial neurotoxicity, and the ability of AD plaques to induce 
microglial neurotoxicity. NA=not applied in this neurotoxicity test, 
since the free peptide induces microglial toxicity. 

FIGS. 18A-G show selective elimination of microglia from mixed hippocampal 
cultures, control cultures (FIGS. 18A, 18c, 18E) show complex neuronal 
networks revealed by MAP-2/neurofilament immunostaining (FIG. 18A) , the 
presence of Dil-ac-LDL(+) microglia (FIG. 18B) , and near confluent feeder 
layer of GFAP(+) astrocytes (FIG. 18c). After treatment of cultures with 
saporin coupled to acetylated LDL (FIG. 18B, 18D, 18F), there was an 
elimination of microglia (FIG. 18D) without effect on survival of either 
neurons (FIG. 18B) or astroglia (FIG. 18 F) . Bar=25 mu m. FIG. 18G shows 
counts of specific cell populations with and without Sap-ac-LDL treatment 
confirm the specific depletion of microglia. Data are expressed as mean 
values +/standard error obtained from 9 randomly selected fields from at 
least 5 independent cultures viewed at 200 x magnification. 

FIGS. 19A-D displays constituents of solubilized native senile plaques 
elicit neuron killing. FIG. 19A shows neuritic/core or diffuse plaques 
were isolated from cortical gray matter, solubilized in formic acid, and 
dialyzed against a betaine buffer. Equal amounts of plaque protein 
(normalized to total amine content at 400 mu moles/1) were added to 
neuronal cultures in the presence (100,000 cells per culture) or absence 
of rat microglia. As shown, solubilized neuritic/core plaque proteins 
(Neuritic/Core Plaque) lead to significant killing of neurons, but only 
in the presence of microglia. Neither solubilized diffuse plaque proteins 
(Diffuse Plaque) nor the betaine buffer (Buffer Control) elicited 
neurotoxic activity. FIG. 19B shows size-exclusion chromatography of 
neuritic/core plaque proteins using two Superose 12 columns in tandem 
(300 mm x 10 mm x 2 ; beads 10 mu m diameter). The chromatogram was 
developed with 80% glass distilled formic acid at a flow rate of 0.3 ml 
per minute and monitored at 280 nm. The approximate molecular masses of 
the fractions were: Si, 200 kDa; S2 , 45 kDa; S3, 15 kDa; S4, 10 kDa; and 
S5, 5 kDa. FIG. 19C shows a histogram in which exposure to peaks S3, S4, 
and S5 all elicited significant increases in the percent of reactive 
microglia as defined by morphologic criteria, whereas peaks Si and S2 do 
not. FIG. 19D shows fractions of solubilized neuritic/ core plaques 
applied to hippocampal cultures in the presence or absence of microglia. 
No neuron kil ling was detected in cultures free of microglia. Neuron loss 
appeared, however, in microglia containing cultures exposed to peaks S3, 
S4, and S5, all which contain A beta . 

FIGS. 20A-E displays soluble fractions of native plaques induce microglial 
reactivity. Bright field photomicrographs of rat microglia cultures 
exposed to peak Si (FIG. 20A) or peak S5 (FIG. 20B) and immuno-stai ned 
for the presence of A beta . As shown, aggregates of A beta are found 
throughout the cultures incubated with peak S5 (Bar =25 microns). Phase 
photomicrographs show cultured microglia as process bearing cells with 
spinous surfaces typical of non-reactive eel Is despite exposure to peak 
S4 (FIG. 20C) . In contrast, microglia exposed to peak S5 retract 
processes and take on a reactive cell morphology similar to that found in 
AD brain (FIG. 20D; Bar=5 microns). 

FIGS. 2LA-D displays toxic actions of synthetic A beta peptides upon 
neurons. FIG. 21A and 21B shows high concentrations of most A beta 
peptides placed in hippocampal cultures containing neurons and astroglia 
(but depleted of microglia) show little effect. There is, however, a 
generalized cytotoxic action by A beta 25-35 at greater-than 30 mu 
moles/1 on both neurons (FIG. 21A) and astroglia (FIG. 21B). In the 
absence of microglia, none of the A beta peptides (at 1 mu mole/1) 
produce destruction of neurons. When rat microglia are added to neuronal 
cultures, however, only A beta 1-40 and A beta 1-42 elicit neuron killing 
(FIG. 2lc). As shown in FIG. 21D, addition of increasing numbers of 
microglia show a saturated neuron killing response at a density of 150 
microglia per mm2 when incubated with 1 mu mole/liter A beta 1-42; 
microglia found within the E18 culture at the time of plating (endogenous 
microglia) also showed an efficient killing capacity in the presence of A 
beta . These observations point to the need to deplete neuron cultures of 
microglia when assessing mechanisms of A beta toxicity. Dose response 
curves reveal A beta 1-42 to be the most potent microglial stimulus with 
an estimated ED50 of 10 nmoles/1 compared to 80 nmoles/1 for A beta 1-40 
(500 microglia per mm2 ; FIG. 21E). 

FIGS. 22A-F depicts cellular responses upon exposure to synthetic A beta 
peptides. Phase microscopy shows that cultured rat microglia undergo 
morphological changes witn retraction of processes when exposed to 1 mu 
mole/1 A beta 1-42 (FIG. 22E); in contrast, 1 mu mole/1 A beta 17-43 
(FIG. 22c) does not alter microglial morphology which appear identical to 
untreated cells grown under control conditions (FIG. 22AJ . Fluorescence 
microscopy of neuron plus microglia cultures showed robust NF(+) MAP2(+) 



conditioned media (10% vol/vol) from microglia incubated with 1 mu mole/1 
A beta 17-43 (FIG. 22D) . Significant neuron loss occurred, however, if 
hippocampal cultures were exposed to conditioned media from microglia 
incubated with 1 mu mole/1 A beta 1-42 (FIG. 22F) . Bar =25 microns. 

FIGS. 23A-E displays A beta activation of microglia after coupling to 
microspheres. Fl uorescentl y labeled microspheres were covalently coupled 
to A beta 1-42 and placed in hippocampal cultures containing rat 
microglia (500 cells per mm2) . After 72 hours, A beta 1-42-spheres (FIG. 
23A) were localized specifically within Dil-ac-LDL(+) microglia (FIG. 
23B, co-localization noted by arrows). In contrast, A beta 
17-43microspheres (FIG. 23C) showed no consistent association with 
microglia (FIG. 23D; Bar=20 micron). FIG. 23E) Comparison of capacity of 
A beta in solution or coupled to microspheres (beadbound) to elicit 
neurotoxic microglia (250,000 microspheres per culture; 100,000 microglia 
per culture; 72 hour incubation). Neuronal loss was similar if A beta 
peptides were in solution or bound to beads, indicating that fibril 
formation, or other changes in tertiary structure, were not necessary to 
stimulate neurotoxic microglia. 

FIGS. 24A-H depicts fluorescent photomicrographs of hippocampal cultures 
after exposure to A beta 1-42. FIG. 24A shows control cultures show 
complex networks of NF(+), MAP-2(+) neurons. FIG. 24B shows exposure of 
cultures to 100 mu moles/liter A beta 142 in the absence of microglia has 
no effect on neuron number, while (FIG. 24c) addition of 100 nmoles/liter 
A beta 1-42 in the presence of rat microglia (500 cells per mm2) 
destroyed nearly all neurons. FIGS. 24D-G shows immunostaining for 
neuronspecif ic enolase (NSE) is not specific to neurons in CNS cultures 
as shown by immunofl uorescent visualization of glia in cultures of 
neuron-free optic nerve, including galactocerebroside(+) ol igodenroglia 
(FIG. 24D) and GFAP(+) astrocytes (FIG. 24F) which are both NSE(+) (FIGS. 
24E and 24G, respectively). Bar=10 mu m. in FIG. 24H, ciliary neuron 
cultures showed that A beta 1-42 is not toxic to neurons in the absence 
of brain glia (A beta 1-42 only) after 48 hour exposure. Conditioned 
media from A beta 1-42-stimulated microglia (Microglia+A beta 1-42) did, 
however, kill neurons, indicating that astrocytes are not necessary to 
the microglial neurotoxicity. 

FIGS. 25A-E displays ***human*** microglia and neuron killing. FIG. 
25A shows only A beta-containing fractions from solubilized neuritic/core 
plaques (peaks S3 (54 nmole/1), S4 (220 nmole/1), and S5 (250 nmole/1)) 
elicit ***human*** microglia to engage in neurotoxic behaviors. FIG. 
25B shows that when tested at 1 mu mole/liter concentrations, synthetic A 
beta 1-40 and A beta 142 also stimulated release of neurotoxin from 

***human*** microglia, while smaller A beta fragments had no effect. 
Despite neuron killing, there is no evidence of increased production of 
nitrate or nitrite by ***human*** cells stimulated with either native 
(FIG. 25c) or synthetic (FIG. 25D) AD. FIG. 25E shows that neuron killing 
could be induced by ***human*** or rat microglia exposed to 1 mu 
mole/liter of the ***human*** forms of either A beta 1-42 or A beta 
1-40. The rodent form of A beta 1-40, however, was inactive, as were 
fragments of ***human*** A beta, including 128, 12-28, and 17-43. 

FIGS. 26A-C displays drug blockade of A beta induced neuron killing by rat 
and ***human*** microglia. To investigate mechanisms of cell killing, 
rat microglia were stimulated with 1 mu mole/1 A beta 1-42 (Rat/A beta 
1-42) and ***human*** cells with fraction s5 (containing 250 nmole/1 
of native A beta 1-42) from solubilized neuritic/core plaques ( 

***Human*** /s5 Peak). FIG. 26A shows agents that acct as free radical 
scavengers (vitamin E, 100 mu M ; catalase, 25 units/ml; glutathione, 100 
mu M) aid not block microglial killing of neurons. No protective effects 
were observed with the nitric oxide synthetase inhibitors 
L-N-5-(limin-oethyl)ornithine hydrochloride (L-NIO, 10 mu M) or diphenyl 
iodonium (DPI, 300 nM) , although the NMDA antagonist APS prevented neuron 
death. FIG. 26B shows other NMDA antagonists acting at the receptor site 
(AP7) , at the polyamine regulatory site (ifenprodil) , or at the ion 
channel (MK801) all blocked neuron death, while the non-NMDA glutamate 
antagonists (GAMS, BNQX) did not. All drugs were applied at 10 mu M. FIG. 
26c shows isolation of neurotoxin from culture media conditioned by A 
beta-stimulated rat microglia (A beta 1-42/ Microglia) or from frozen AD 
gray matter (AD Brain) involved extractions in ethyl acetate (pH 10.5), 
acid hydrolysis, and sequential gradient rp-hplc (C18 column using a 0 to 
20% acetonitrile gradient in dH2o with 0.1% trifl uoroacetic acid). 
Neurotoxin activities from microglial conditioned media copurifies with 
that from AD brain tissue with a co-elution using RP-HPLC at about 14% 
acetonitrile. Neurotoxicity was not found within control brain extracts 
or from unstimulated microglial culture media. 

FIG. 27 depicts A beta domains and interactions with microglia. FIG. 10A 
shows a phase photomicrograph of rat microglial cell adhering to 



ter 



shows a fluorescence photomicrograph of the same bead showing adherent 
cell labeled by the fluorescent microglial marker Dil-ac-LDL; Bar=20 
microns. FIG. 27c shows rat microglial adherence to Sepharose-coupl ed 
beads after six hours. Plaque proteins derived from neuritic/core plaques 
provided an anchoring site for microglia, as did A beta 1-42. 
Importantly, A beta 1-28 also promoted bead binding, while A beta 17-43 
did not. Controls included beads coupled to glycine (Control glycine) and 
to bovine serum albumin (Control -BSA) . Data shown are expressed as the 
numbers of adhering cells per 100 randomly selected beads +/-standard 
error after 6 hour incubation at 37 degrees C. 

FIGS. 28A-G displays that the A beta cell binding domain is required for 
activation of neurotoximicroql i a. Fluorescent photomicrographs showing 
microsphere binding to enriched cultures of rat microglia (500/mm2) arte 
4 hour incubation at 37 c. Coupling of A beta peptides to fluorescent 
microspheres showed that a beta 1-42 (FIG. 28A) , A beta 12-28 (FIG. 28D) , 
and A beta 10-16 (FIG. 28E) readily bind, while peptides A beta 17-43 
(FIG. 28B), A beta 1-11 (FIG. 28C) , and A beta 1-5 (FIG. 28F) did not. 
Quantitations of binding pattern (FIG. 28G) indicated that regions of the 

i<t<i<^i<i<i< _ ***terminus*** -containing amino acid residues 10-16 were 
necessary for A beta binding to microglia. Data are expressed as mean 
values ^/-standard error when viewed at 200 x magnification. 

FIG. 29 displays the comparison of A beta effects upon microglia. FIG. 
29A shows dose response curves in which although A beta 10-16 is able to 
bind to microglia, it did not elicit neurotoxic microglia. The addition 
of this microglial binding domain to A beta 17-42 (which neither binds to 
microglia nor elicits toxicity) created a peptide, A beta 10-42, which 
both bound to microglia and stimulated microglia to kill neurons. FIG. 
29B shows a diagram comparing the structures and functions of synthetic 
peptides. The shaded area illustrates the Nterminal portion of A beta 
that differs between ***human*** and rat forms and which appears 
necessary for microglial adherence, i 
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5 Drawing Sheet(s) , 6 Figure(s). 
FIGS. l(A-B), panels A and B are plasmid maps of pNSEAPPsw Delta 3' and 
pNSEAPPsw, respectively, which are used to produce transgenic mice as 
described herein. 

FIG. 2 is a Western blot of soluble fractions of transgenic and control 
animal brains probed for the presence of secreted beta APP fragments 
reactive with the Swedish 192 ***antibody*** . Lane 1: molecular 
weight markers; lane 2: non-transgenic line; lane 3: transgenic line. 

FIGS. 3(A-B), panels A and B are Western blots of brain homogenates from 
transgenic (+) and non-transgenic (-) animals depleted of 6C6 

***antibody*** -reactive Beta APP forms probed with ***antibody*** 
8E5 (panel A) and Swedish 192 ***anti body*** (panel B) . 

FIG. 4 shows an immunoblot demonstrating specificity of the Swedish 192 
***antibody*** . Lanes 1, 3, 5 contain material eluted from heparin 
agarose. Lanes 2, 4, 6 contain material eluted from the 6C6 resin. Lanes 
1 and 2 were probed with ***antibody*** 8E5; Lanes 3 and 4 were 
probed with the Swedish 192 ***antibody*** ; Lanes 5 and 6 were probed 
with ***antibody*** 6C6. 
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FIG. 1 Shows a possible location of an epitope tag in the A-beta sequence 
of the beta-APP and predicted accumulation of epitope tagged cleavage 
fragments. The A-beta fragment (1-42), with the proposed proteolytic 
cleavage sites for secretases (alpha-, beta-, gamma 1 (40)-, and gamma 2 
(42)), is indicated. The epitope tag in this example is centered on the 
alpha secretase site (amino acids 16 to 17 in A-beta). cleavage by beta 
and gamma secretases is expected to lead to an accumulation of epitope 
tagged A-beta (1-40) and A-beta (1-42) in the conditioned medium, whereas 
cleavage by alpha secretase (within the epitope tag) is expected to 
destroy or reduce the accumulation of epitope tagged A-beta fragments in 
the conditioned medium. 

FIG. 2 Shows an immunoblot analysis of HEK 293 ( ***human*** embryonic 
kidney cell line, ATTC #crl-1573) cell lysates after transfection with 
epitope-tagged beta-APP. Cell lysates were prepared by lysis of HEK 293 
cells into SDS and were fractionated by SDS-PAGE, followed by transfer to 
nitrocellulose membranes. The membranes were developed with mAB 22C11 
(epitope in the ***n*** - ***terminus*** of full -length beta-APP; 
lanes 1 and 2), mAB ant i -HA 11 (influenza hemagglutinin epitope: 
YPYDVPDYA) (SEQ ID NO: 6) (directed to the HA 11 epitope tag; lanes 3 and 
4), and mAB 9E10 (directed to the myc epitope tag; lanes 5 and 6). Lane 
1, HEK 293 cells transfected with HA 11 beta-APP 695; lane 2, HEK 293 
cells transfected with vector alone ( 'Mock-transfection ' ) ; lane 3, HEK 
293 cells transfected with HA 11 beta-APP 695; lane 4, HEK 293 cells 
transfected with vector alone; lane 5, HEK 293 cells transfected with myc 
betaAPP 695; lane 6, HEK 293 cells transfected with vector alone. The 
relative mobility of molecular weight standards is indicated to the left. 

FIG. 3 Shows an accumulation of beta-APP fragments into HEK 293 
conditioned medium. The 24 hour serum-free conditioned medium (lanes 1 
and 2) or cell lysates (lanes 3 and 4) of HEK 293 cells transfected with 
vector alone (lanes 1 and 3) or HA 11 beta-APP 695 (lanes 2 and 4) were 
harvested. The resulting polypeptides were fractionated by SDS-PAGE (10% 
acrvlamide in separating gel) and transferred to nitrocellulose 
membranes. Panel A was developed with mAB anti-HA 11, whereas panel B was 
developed with mAB 22C11. The relative mobility of molecular weight 
standards is indicated to the right, 

FIG. 4 Shows the detection of epi tope-tagged beta-APP fragments in HEK 293 
conditioned medium after transfection with HA 11 beta-APP 695. 

Panel A: Microtiter wells were coated with mAB anti-HA 11 and after 
blocking, incubated with a dose-response of a synthetic HA 11 A-beta 
(1-40) peptide containing the HA 11 epitope centered on the alpha 
secretase cleavage site. Bound A-beta HA 11 was detected with polyclonal 

***antibodies*** specific for position 1 (Serotec) or position 40 
(QCB), followed by HRPIabeled anti-rabbit igG and TMB substrate. The 
change of absorbance at 650 nM was monitored and results are corrected 
for Binding of secondary ***anti bodies*** to wells not incubated with 
the A-beta HA 11 peptide. Results are expressed as change of absorbance 
per minute (mOD/minute) . 

Panel B: Microtiter wells were coated as in panel A and incubated with the 
indicated dilutions of HEK 293/HA 11 betaAPP 695 conditioned medium (24 
hours). Bound HA 11 beta-APP 695 fragments were detected with 

***antibodies*** specific for position 1 and 40 as in panel A. Results 
are expressed and corrected as in panel A. 

FIG. 5 Shows a time-course of the accumulation of HA 11 A-beta (1-40) and 
A-beta (1-42) in HEK 293/HA 11 beta-APP 695 conditioned medium. HEK 
293/HA 11 beta-APP 695 was cultured in serum-free medium containing 0.2% 
bovine serum albumin in 96well microtiter plates for the indicated time 
intervals. The accumulation of HA 11 A-beta (1-40) and A-beta (1-42) was 
determined. For HA 11 A-beta polypeptides ending at position 40, 
microtiter wells were coated with mAB anti-HA 11 and bound polypeptides 
were detected with rabbit anti -A-beta 40 (QCB), followed by HRP-labeled 
anti-rabbit IgG. For the position 42specific ELISA, microtiter wells were 
coated with mAB anti-HA 11, and bound polypeptides were detected with 
biotin-labeled mAB 108 (position 42-specific) , followed by 



secondary ***antibodies*** in the absence of conditioned medium and 
expressed as change of absorbance at 650 nM per minute (mOD/minute) . 
FIG. 6 Shows the effect of MDL 28170 and Brefeldin A on the accumulation 
of HA 11 A-beta (1-40) in HEK 293/HA 11 beta-APP 695 conditioned medium. 
HEK 293/HA 11 beta-APP 695 cells were plated at confluence in 96-well 
plates and the indicated doseresponse of either MDL 28170 (panel A), or 
Brefeldin A (panel B) was added for 16 hours. The accumulation of HA 11 
A-beta (1-40) (position 40-specific ***anti body*** ; QCB) was 
determined as in FIG. 5. Results are expressed as percentage inhibition 
of HA 11 Abeta (1-40) accumulation in comparison to wells incubated with 
vehicle (dimethyl sulfoxide, dmso) alone. 

FIG. 7 Shows an isolation of HA 11 A-beta from HEK 293/HA 11 beta-APP 695 
cells. Conditioned medium (serum-free containing 0. 2% BSA) was passed 
over an mAB anti-HA 11 affinity matrix. After washing, the column was 
elutedwith 5% formic acid in water. The peak fractions were pooled, 
dried in a Speed-Vac, resuspended in water and the pH was adjusted to 7.4 
with Tris . 

Panel A: The starting material, flow-through, and the pooled elution 
fractions (after dilution to account for the concentration of the HA 11 
A-beta on the column) were analyzed by ELISA specific for position 40 in 
HA 11 A-beta as in FIGS. 4 and 5. 

Panel B: The indicated dilutions of the pooled elution fractions were 
analyzed by ELISA specific for position 1, 40, and 42 in HA 11 A-beta. 
Note that approximately equal immunoreacti vity is present for the 
position 1 and 40 ***antibodies*** , whereas the 42specific reactivity 
is lost with 10-fold lesser dilution. 

Panel C: The elution fractions were analyzed by SDS-PAGE (16.5% 
pol yacryl amide in separating gel), followed by immunoblotti nq with mAB 
anti-HA 11, followed by HRP-labeled anti -mouse Ig, and chemi luminescence 
detection (ECL tm, Amersham), Lane 1, elution fraction, stained with mAB 
anti-HA 11; lane 2, elution fraction spiked with HA 11 A-beta peptide (50 
ng) ; lane 3, purified A-beta HA 11 1-40 peptide; and lane 4, elution 
fraction, stained under omission of anti-HA 11. 
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TI Reagents and methods for identifying and modulating expression of genes 

regulated by CDK inhibitors 
IN Roninson, Igor B., wilmette, IL, UNITED STATES 

Poole, Jason C , Chicago, IL, UNITED STATES 
PI US 2003157704 Al 20030821 

AI US 2002-233032 Al 20020829 (10) 
PRAI US 2001-315791P 20010829 (60) 
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INCLS: 435/006.000; 435/325.000; 435/235.100; 435/239.000; 435/005.000 
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NCLS: 435/006.000; 435/325.000; 435/235.100; 435/239.000; 435/005.000 
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ICM: C12Q001-70 

ICS: C12Q001-68; C12N007-00; C12N007-01; C12N007-02 ; C12N015-00; 
C12N015-O9; C12N015-63; C12N015-70; C12N015-74; C12N0O5-OO; CL2N005-02 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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435/007.200 

435/325.000; 
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C12Q001-68 

G01N033-53; G01N033-567; A01K067-00; C07H021-04; C12N009-64; 
C12P021-02; C12N005-06 
INDEXING IS AVAILABLE FOR THIS PATENT. 
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Castillo, Gerardo, Seattle, WA, UNITED STATES 
Snow, Alan D. , Lynnwood, WA, UNITED STATES 
US 2003153734 Al 20030814 

US 2002-323323 Al 20021218 (10) 

Continuation of ser. No. US 2000-698518, filed on 26 Oct 2000, PENDING 
Continuation of Ser. No. US 1998-36492, filed on 6 Mar 1998, ABANDONED 
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Kenten, John H., Boyds , MD, UNITED STATES 
Roberts, Steven F., Bethesda, MD, UNITED STATES 
(U.S. corporation) 



proteimx, inc. 
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Division of ser 
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ICS: A61KO07-11; C12P013-04; C07K005-00; C07K007-00; C07K016-00; 
C07K017-00; A61K038-00; A61K038-04 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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IN Dumas Milne Edwards, Jean-Bapti ste , Paris, FRANCE 
Bougueleret, Lydie, Petit Lancy, SWITZERLAND 
Jobert, severin, Paris, FRANCE 
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Anderson, David, San Bruno, CA, UNITED STATES 
Peelle, Beau, Sommerville, MA, UNITED STATES 
Rigel Pharmaceuticals, Inc. (U.S. corporation) 
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US 2002-133973 
Continuation of 
US 2001-290287P 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Broeckhoven, Christine van, Edegem, BELGIUM 
US 2003148356 Al 20030807 

US 2003-337970 Al 20030106 (10) 
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Lasky, Laurence A., Sausalito, CA, UNITED STATES 
Laura, Richard P., San Bruno, CA, UNITED STATES 
Sidhu, sachdev S., San Francisco, CA, UNITED STATES 
Wong, wai Lee Tan, Los Altos, CA, UNITED STATES 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Maduskuie, Thomas P., Wilmington, DE, UNITED STATES 
Thompson, Lorin Andrew, Wilmington, DE, UNITED states 
US 2003134841 Al 20030717 
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540/524.000; 
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IN Lindquist, Susan, Chestnut Hill, MA, UNITED STATES 

Krobitsch, Sylvia, Berlin, GERMANY, FEDERAL REPUBLIC OF 
outeiro, Tiago Fleming, Cambridge, MA, UNITED STATES 
The university of Chicago (U.S. corporation) 



PA 

PI US 2003073610 
AI US 2002-77584 
PRAI US 2001-269157P 
DT Utility 
FS APPLICATION 
LN.CNT 3198 

INCL INCLM : 514/001.000 
435/007.310; 
NCL NCLM: 514/001.000 
435/007.310; 



Al 20030417 
Al 20020215 (10) 
20010215 (60) 



IC 



CAS 



INCLM: 

INCLS: 435/007.310; 435/254.200; 435/483.000 
NCLM: 

NCLS: 435/007.310; 435/254.200; 435/483.000 
[7] 

ICM : A61K031-00 

ICS: G01N033-53; G01N033-569; C12N001-18; C12N015-74 
INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 150 OF 391 USPATFULL on STN 
AN 2003:106163 USPATFULL 

TI DIAGNOSTIC ASSAY FOR ALZHEIMER'S DISEASE: ASSESSMENT OF AB ABNORMALITIES 

IN TANZI, RUDOLPH E. f CANTON, MA, UNITED STATES 

BUSH, ASHLEY I., SOMERVILLE, MA, UNITED STATES 

MOIR, ROBERT D. , BOSTON, MA, UNITED STATES 
PI US 2003073074 Al 20030417 

AI US 1999-425956 Al 19991025 (9) 

RLI Continuation of Ser. No. US 1997-817423, filed on 4 Aug 1997, GRANTED, 
Pat. No. US 5972634 A 371 of International Ser. No. WO 1994-US11895 , 
filed on 19 Oct 1994, UNKNOWN 

DT utility 

FS APPLICATION 

LN.CNT 2343 

INCL INCLM : 435/006.000 

INCLS: 435/287.200; 435/007.900 
NCL NCLM: 435/006.000 

NCLS: 435/287.200; 435/007.900 
IC [7] 

ICM: C12Q001-68 

ICS: G01N033-53; G01N033-542; G01N033-537; G01N033-543; C12M001-34 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 151 OF 391 USPATFULL on STN 
AN 2003:105883 USPATFULL 

TI Encapsulation of plasmid DNA (1 i pogenes ,TM . ) and therapeutic agents with 
nuclear localization signal/fusogenic peptide conjugates into targeted 
liposome complexes 

IN Boulikas, Teni , Mountain View, CA, UNITED STATES 

PI US 2003072794 Al 20030417 

AI US 2001-876904 Al 20010608 (9) 

PRAI US 2000-210925P 20000609 (60) 

DT Utility 

FS APPLICATION 
LN.CNT 4201 

INCL INCLM: 424/450.000 

INCLS: 435/458.000; 435/320.100; 514/044.000; 264/004.000 



NCLS: 435/458.000; 435/320.100; 514/044.000; 264/004.000 
IC [7] 

ICM: A61K048-00 

ICS: A61K009-127; C12N015-88 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 

IN 



PA 

PI 
AI 
RLI 



DT 
FS 



ANSWER 152 OF 391 USPATFULL on STN 
2003:102440 USPATFULL 

Stable macroscopic membranes formed by self-assembly of amphiphilic 
peptides and uses therefor 

Zhang, shuguang, Cambridge, MA, United states 
Lockshin, Curtis, Lexington, MA, United states 
Rich, Alexander, Cambridge, MA, United States 
Holmes, Todd, Cambridge, MA, United States 

Massachusettes Insitute of Technology, Cambridge, MA, United States 

(U.S. corporation) 

US 6548630 Bl 20030415 

US 1997-898300 19970722 (8) 

Continuation of Ser. No. US 1994-346849, filed on 30 Nov 1994, now 

patented, Pat. No. US 5670483 Continuation of ser. No. US 1992-973326, 

filed on 28 Dec 1992, now abandoned 

Utility 

GRANTED 



LN.CNT 2187 
INCL INCLM : 
INCLS: 



NCL 



IC 



NCLM : 
NCLS: 
[7] 
ICM : 



530/300.000 

530/324.000; 530/325.000; 530/326.000; 530/327.000; 530/350.000; 

514/012.000; 514/013.000; 514/014.000 

530/300.000 

530/324.000; 530/325.000; 530/326.000; 530/327.000; 530/350.000 



C07K007-00 
ICS: C07K016-00; A61K038-00 
EXF 514/12; 514/13; 514/14; 530/300; 530/324; 530/325; 530/326; 530/327; 
530/350 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 
IN 



PA 
PI 
AI 
RLI 
PRAI 



ANSWER 153 OF 391 USPATFULL on STN 
2003 : 102126 US PAT FULL 

Lipopeptide stabilized microbubbles as diagnostic/therapeutic agents 
cuthbertson, Alan, Oslo, NORWAY 
Solbakken, Magne, Oslo, NORWAY 

Wolfe, Henry Raphael, Glenmoore, PA, United States 
Amersham Health AS, Oslo, NORWAY (non-U. S. corporation) 
US 6548048 Bl 20030415 

US 2000-695273 20001025 (9) 

Continuation of Ser. No. WO 1999-GB1247, filed on 22 Apr 1999 

19980428 
19980508 (60) 



GB 1998-9084 
US 1998-84833P 
Utility 
GRANTED 
LN.CNT 1281 

INCL INCLM: 424/009.520 

INCLS: 424/009.510; 424/450.000; 424/489.000; 424/499.000 
424/009.520 

424/009.510; 424/450.000; 424/489.000; 424/499.000 



DT 
FS 



NCL 



nclm: 
ncls: 
IC [7] 

ICM: A61B008-00 
ICS: A61K009-127; A61K009-14 
EXF 424/9.51; 424/9.52; 424/9.5; 424/450; 424/489; 424/499; 600/441; 600/458 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 154 OF 391 USPATFULL on STN 
AN 2003:100334 USPATFULL 

TI Biological reagents and methods for determining the mechanism in the 

generation of ***beta*** - ***amyloid*** peptide 
IN Audia, Dames E., Indianapolis, IN, UNITED STATES 

Hyslop, Paul A., Indianapolis, IN, UNITED STATES 

Nissen, Jeffrey s., Indianapolis, IN, UNITED STATES 

Thompson, Richard c. , Frankfort, IN, UNITED STATES 

Tung, Jay s., Belmont, CA, UNITED STATES 

Tanner, Laura I., San Francisco, CA, UNITED STATES 
PI US 2003069445 Al 20030410 

AI US 2002-217459 Al 20020814 (10) 

RLI Division of ser. No. us 1999-408283, filed on 29 Sep 1999, GRANTED, Pat. 
No. US 6486350 



dt Utility 

FS APPLICATION 
LN .GMT 2200 



INCL 



NCL 



IC 



564/059.000 
530/333.000; 
564/059.000 
530/333.000; 



INCLM : 
INCLS: 
NCLM : 
ncls: 
[7] 

ICM: C07K007-00 
ICS: C07C275-14; C07C271-20 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



560/157.000; 564/152.000 
560/157.000; 564/152.000 



L4 ANSWER 155 OF 391 USPATFULL on STN 
AN 2003:100060 USPATFULL 

TI Pharmaceutical compositions of drug-oligomer conjugates and methods of 

treating diseases therewith 
IN soltero, Richard, Holly springs, NC, united states 
Ekwuribe, Nnochiri N . , Cary, NC, UNITED STATES 
Opawale, Foyeke, Raleigh, NC, UNITED STATES 
Rehlander, Bruce, Chapel Hill, NC, UNITED STATES 
Hickey, Anthony, chapel Hill, NC, united states 
Li Li, Bovet, chapel Hill, NC, UNITED STATES 



PI US 2003069170 
AI US 2002-235284 
PRAI US 2001-318193P 
US 2002-377865P 
DT Utility 
FS APPLICATION 
LN.CNT 3615 



Al 20030410 

Al 20020905 (10) 
20010907 (60) 
20020503 (60) 



INCL 



NCL 



IC 



INCLM : 514/002.000 

INCLS: 514/012.000; 514/171.000; 514/560.000 
NCLM: 514/002.000 

NCLS: 514/012.000; 514/171.000; 514/560.000 
[7] 

ICM: A61K038-23 

ICS: A61K031-56; A61K031-202; A61K038-00 
INDEXING IS AVAILABLE FOR THIS PATENT. 

ANSWER 156 OF 391 USPATFULL on STN 

2003:99221 USPATFULL 

Immunogenic peptide composition for the prevention and treatment of 

Altzheimers Disease 

Wang, Chang Yi , Cold Spring Harbor, NY, UNITED STATES 



CAS 

L4 
AN 
TI 

IN 
PI 
AI 
DT 
FS 

LN.CNT 2076 
INCL 



US 2003068325 
US 2001-865294 
Utility 
APPLICATION 



Al 20030410 
Al 20010525 (9) 



424/185.100 
435/226.000 
424/185.100 
435/226.000 



INCLM 
INCLS 
NCL NCLM: 
NCLS: 
IC [7] 

ICM: A61K039-00 
ICS: C12N009-64 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 157 OF 391 USPATFULL on STN 
AN 2003:99212 USPATFULL 

TI Anti-ADDL ***anti bodi es*** and uses thereof 
IN Klein, William L., Winnetka, IL, UNITED STATES 

Krafft, Grant A., Glenview, IL, UNITED STATES 

Lambert, Mary P., Glenview, IL, UNITED STATES 

Viola, Kirsten L. , Chicago, IL, UNITED STATES 

Chromy, Brett A., Pleasanton, CA, UNITED STATES 

Gong, Yue Song, Evanston, IL, UNITED STATES 

Chang, Lei, Evanston, IL, UNITED STATES 

Morgan, Todd E., Los Angeles, ca, UNITED STATES 

Rozofsky, irina, Pasadena, CA, UNITED STATES 

Finch, Caleb E., Altadena, CA, UNITED STATES 
PI US 2003068316 Al 20030410 

AI US 2002-166856 Al 20020611 (10) 

RLI Continuation-in-part of Ser. No. US 1999-369236, filed on 4 Aug 1999, 

PENDING continuation-in-part of ser. No. US 1997-796089, filed on 5 Feb 
1997, GRANTED, Pat. No. US 6218506 



DT Utility 

FS APPLICATION 

LN.CNT 2982 

INCL INCLM: 424/130.100 
NCL NCLM: 424/130.100 
ic [7] 

ICM: A61K039-395 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 
IN 



PA 

PI 
AI 
PRAI 



ANSWER 158 OF 391 USPATFULL on STN 
2003:96167 USPATFULL 

Catalytically active recombinant memapsin and methods of use thereof 

Tang, Jordan J . N. f Edmond, OK, United States 

Lin, xinli, Edmond, OK, United states 

Koelsch, Gerald, Oklahoma City, OK, united States 

Hong, Lin, Oklahoma City, OK, United States 

Oklahoma Medical Research Foundation, Oklahoma City, OK, United States 

(U.s . corporation) 

US 6545127 Bl 20030408 

20000627 (9) 
19990628 (60) 
19991130 (60) 
20000125 (60) 
20000127 (60) 
20000608 (60) 



US 
US 
US 
US 
US 
US 



2000-604608 
1999-141363P 

1999- 168060P 

2000- 177836P 
2000-178368P 
2000-210292P 

DT Utility 
FS GRANTED 
LN.CNT 2563 

INCL INCLM: 530/350.000 
702/019.000; 
530/350.000 
530/300.000; 



NCL 



530/300.000; 536/023.100 
536/023.100; 702/019.000 



INCLM: 
INCLS: 
NCLM : 
NCLS: 
IC [7] 

ICM: G01N033-48 

ICS: G01N031-00; G06F019-00; A16K038-00; C07K001-00; C07K014-00; 
C07K017-00; C07M021-02; C07M021-04 

435/212; 435/183; 435/7.1; 435/226; 435/15; 530/300; 536/350; 536/23.1; 
702/19; 702/27 
INDEXING IS AVAILABLE FOR THIS PATENT. 

ANSWER 159 OF 391 USPATFULL on STN 
2003:94733 USPATFULL 

Transgenic animals and cell lines for screening drugs effective for the 
treatment or prevention of Alzheimer's Disease 
Monte, Suzanne De La, East Greenwich, Rl, UNITED STATES 
Wands, Jack R., Waban, MA, UNITED STATES 



EXF 

CAS 

L4 
AN 
TI 

IN 

PI 
AI 
RLI 

PRAI 

DT 

FS 



US 2003066097 
US 2001-964678 
Division of ser. 
of international 
US 1997-38908P 
Utility 
APPLICATION 



Al 20030403 
Al 20010928 (9) 
No. US 2000-380203, filed on 25 Apr 2000, PENDING A 371 
Ser. No. WO 1998-US3685, filed on 26 Feb 1998, UNKNOWN 
19970226 (60) 



LN.CNT 2091 



800/012.000 

435/325.000; 435/320, 
800/012.000 

435/325.000; 435/320. 



INCL INCLM 

INCLS 
NCL NCLM: 

NCLS: 
IC [7] 

ICM: A01K067-027 

ICS: C12N005-06; C07H021-04 
CAS INDEXING IS AVAILABLE FOR THIS PATENT 



100; 536/023.200 
100; 536/023.200 



L4 
AN 
TI 
IN 
PI 
AI 
RLI 
PRAI 
DT 
FS 

LN.CNT 
INCL 



ANSWER 160 OF 391 USPATFULL on STN 
2003 : 94089 USPATFULL 
High throughput functional genomics 



Hickman, James J 
US 2003065452 
US 2002-286761 
Division of Ser 
US 1999-135275P 
Utility 
APPLICATION 
2780 

INCLM: 702/019.000 



Falls Church, VA, UNITED STATES 
Al 20030403 
Al 20021104 (10) 
No. US 2000-575377, filed on 22 May 2000, 
19990521 (60) 



PENDING 



NCL NCLM: 702/019.000 

NCLS: 435/007.210 
IC [7] 

ICM: G01N033-567 

ICS: G06F019-00; G01N033-48; G01N033-50 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 
IN 



ANSWER 161 OF 391 US PAT FULL on STN 
2003:93790 USPATFULL 
Secreted protein HCEJQ69 
Ruben, Steven M. , olney, md, united states 
Ni , Dian, Germantown, MD, united states 
Rosen, Craig A., Laytonsville, MD, united states 
Wei, Ying-Fei, Berkeley, CA, UNITED STATES 
Young, Paul, Gai thersburg , MD, UNITED STATES 
Florence, Kimberly, Rockville, MD, UNITED STATES 
Soppet, Daniel R., Centreville, VA, UNITED STATES 
Brewer, Laurie A., St. Paul, MN, UNITED STATES 
Endress, Gregory A., Florence, MA, UNITED STATES 
Carter, Kenneth C, North Potomac, 
Mucenski , Michael, Cincinnati, OH, 
Ebner, Reinhard, Gai thersburg , MD, 
LaFleur, David W. , Washington, DC, 
Olsen, Henrik, Gaithersburg , MD, UNITED STATES 
Shi, Yanggu, Gaithersburg, MD, UNITED STATES 



PA 

PI 
AI 
RLI 



PRAI 



DT 
FS 

LN.CNT 
INCL 
NCL 
IC 



CAS 



MD, UNITED STATES 
UNITED STATES 
UNITED STATES 
UNITED STATES 



Moore. Paul A., Germantown, 



MD, UNITED STATES 
Spring, MD, UNITED STATES 
Rockville, MD, UNITED STATES, 



Komatsoulis, George, silver 
Human Genome sciences, Inc. 
corporation) 

US 2003065151 Al 20030403 

US 2002-115123 Al 20020404 (10) 
Division of Ser. No. us 1999-461325, filed on 14 
Continuation-in-part of Ser. No. wo 1999-US13418 
UNKNOWN 

US 1998-89507P 19980616 (60) 

US 1998-89508P 19980616 (60) 

US 1998-89509P 19980616 (60) 

US 1998-89510P 19980616 (60) 

US 1998-90112P 19980622 (60) 

US 1998-90113P 19980622 (60) 

Utility 
APPLICATION 
18779 

INCLM : 530/388.260 
NCLM : 530/388.260 
[7] 

ICM: C07K016-40 
INDEXING IS AVAILABLE FOR THIS PATENT. 



20850 (U.S. 



Dec 1999, 
, filed on 



PENDING 

15 Jun 1999, 



L4 
AN 
TI 
IN 

PI 

AI 

PRAI 

DT 

FS 



ANSWER 162 OF 391 USPATFULL on STN 
2003 : 93780 USPATFULL 

Mutant presenilin 1 and presenilin 2 polypeptides 
Carter, Donald Bainbridge, Kalamazoo, Ml, UNITED STATES 
Tomasselli, Alfredo Giuseppe, Kalamazoo, MI, UNITED STATES 



US 2003065141 
US 2001-896621 
US 2000-215345P 
Utility 
APPLICATION 



Al 20030403 
Al 20010629 (9) 
20000630 (60) 



530/350.000 

435/069.100; 435/007.200 



LN.CNT 2497 
INCL INCLM: 
INCLS: 
NCL NCLM: 
NCLS: 
IC [7] 

ICM: C07K014-435 

ICS: G01N033-53; G01N033-567; C12P021-02; C12N005-06 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



530/350.000 
435/069.100; 



435/007.200 



L4 ANSWER 163 OF 391 USPATFULL on STN 
AN 2003 : 93067 USPATFULL 

TI Reagents and methods for identifying and modulating expression of genes 

regulated by CDK inhibitors 
IN Poole, jason, Chicago, IL, UNITED STATES 

Chang, Bey-Dih, Lombard, IL, UNITED STATES 



PI 

AI 

PRAI 

DT 

FS 

LN.CNT 
INCL 

NCL 

IC 



US 2003064426 Al 20030403 

US 2001-861925 Al 20010521 (9) 

US 2001-265840P 20010201 (60) 

Utility 

APPLICATION 

3443 

435/008.000 

435/184.000; 435/320.100; 435/325.000; 435/069.100 
435/008.000 

435/184.000; 435/320.100; 435/325.000; 435/069.100 



INCLM 
INCLS 
NCLM : 
ncls: 
[7] 
ICM 
ICS 



C12Q001-66 

C12N009-99; C12P021-02; C12N005- 



06 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 164 OF 391 USPATFULL on STN 
AN 2003:93057 USPATFULL 

Tl Process for differential diagnosis of Alzheimer's dementia in patients 

exhibiting mild cognitive impairment 
IN Jackowski, George, Kettleby, CANADA 

Takahashi , Miyoko, North York, CANADA 
US 2003064416 Al 20030403 

Al 20020917 (10) 

No. US 2001-971740, filed on 4 Oct 2001, 
No. US 2001-842079, filed on 25 Apr 2001, 



PI 
AI 
RLI 



of Ser. 
of Ser. 
6451547 



US 2002-246383 
Conti nuati on-i n-part 
PENDING Continuation 
GRANTED, Pat. No. US 
DT Utility 
FS APPLICATION 
LN.CNT 888 

INCL INCLM : 435/007.210 
NCL NCLM : 435/007.210 
IC [7] 

ICM: G01N033-567 
CAS INDEXING IS AVAILABLE FOR THIS 



PATENT . 



L4 
AN 
TI 
IN 

PA 

PI 
AI 

PRAI 

DT 

FS 



ANSWER 165 OF 391 USPATFULL on STN 
2003:89258 USPATFULL 
Nucleic acid encoding PTHlR receptor 
Juppner, Harald, Cambridge, MA, United States 
Rubin, David A., Needham, MA, United States 

The General Hospital Corporation, Boston, MA, United States (U.S. 
corporation) 

Bl 20030401 

19991130 (9) 
19981130 (60) 



US 6541220 
US 1999-449632 
US 1998-110467P 
Utility 
GRANTED 



LN.CNT 2932 
INCL INCLM: 
INCLS : 



NCL 



IC 



NCLM: 
NCLS: 



[7] 
ICM: 
ICS: 



435/069.100 

536/023.500; 536/024.300; 536/024.310; 530/350.000; 435/071.100; 

435/071.200; 435/471.000; 435/325.000; 435/320.100; 435/252.300; 
435/254.110 
435/069.100 

435/071.100; 435/071.200; 435/252.300; 435/254.110; 435/320.100; 

435/325.000; 435/471.000; 530/350.000; 536/023.500; 536/024.300; 
536/024.310 



C12N015-12 

C12N015-63; C12N005-10; C07K014-705 
EXF 536/23.1; 536/23.5; 536/24.3; 536/24.31; 530/350; 435/69.1; 435/71.1; 

435/71.2; 435/471; 435/325; 435/252.3; 435/254.11; 435/320.1 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 166 OF 391 USPATFULL on STN 
AN 2003 : 89115 USPATFULL 

TI Methods for using elk-L to enhance neuronal survival 
IN Lyman, Stewart, Seattle, WA, United States 

Beckmann, M. Patricia, Poulsbo, WA, United states 

Baum, Peter R. , Seattle, WA, United states 

Carpenter, Melissa K . , issaquah, WA, United States 
PA Genentech, Inc., South San Francisco, CA, United states (U.S. 

corporation) 
PI US 6540992 Bl 20030401 

AI US 1998-39642 19980316 (9) 

RLI Division of ser. No. us 1996-747240, filed on 12 Nov 1996, now patented, 



DT 
FS 



1995, now patented 
1994-213403, filed 
Continuation-i n-pa 
now abandoned 
Utility 
GRANTED 



Pat. No. us 5670625 Division of Ser. No. US 
on 15 Mar 1994, now patented, Pat. No. US 5512457 
rt of Ser. No. US 1992-977693, filed on 13 Nov 1992, 



LN.CNT 1752 



INCL 



NCL 



IC 



INCLM: 
INCLS: 

NCLM : 
NCLS: 



[7] 
ICM: 
ICS: 



424/085.100 

424/130.100; 

530/350.000; 

424/085.100 

424/130.100; 

530/350.000; 



A61K038-19 
C07K014-52 
EXF 530/387.3; 530/351 
424/130.1; 424/184 
CAS INDEXING IS AVAILABLE 



424/134.100; 424/184.100; 424/185.100; 424/192.100; 

530/351.000; 530/387.100; 530/387.300 

424/134.100; 424/184.100; 424/185.100; 424/192.100; 

530/351.000; 530/387.100; 530/387.300 



; 530/350; 530/387.1; 424/85.1; 424/192.1; 424/134.1; 
.1; 424/185.1 
FOR THIS PATENT. 



L4 ANSWER 167 OF 391 USPATFULL on STN 
AN 2003 : 86317 USPATFULL 

TI Polynucleotide encoding a novel ***human* Vf ' f potassium channel 
alpha-subunit , K+alphaMl, and variants thereof 

IN Feder, John N . , Belle Mead, NJ , UNITED STATES 

Lee, Liana M. , North Brunswick, NJ , united states 
Chen, Jian, Princeton, nj, united states 
Jackson, Donald, Lawrenceville, NJ , united states 
Ramanathan, Chandra, wallingford, ct, united states 
Siemers, Nathan, Pennington, NJ , united states 
Chang, Han, Princeton Junction, NJ , united states 

PI US 2003059923 Al 20030327 

AI US 2001-999220 Al 20011101 (9) 

PRAI US 2000-245383P 20001102 (60) 
US 2000-257780P 20001221 (60) 
US 2001-269854P 20010220 (60) 

DT Utility 

FS APPLICATION 

LN.CNT 16037 

INCL INCLM : 435/252.300 

INCLS: 536/023.100 
NCL NCLM: 435/252.300 

NCLS: 536/023.100 
IC [7] 

ICM: C07H021-02 

ICS: C07H021-04; C12N001-20 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 168 OF 391 USPATFULL on STN 

AN 2003 : 78523 USPATFULL 

TI 90 ***human*** secreted proteins 

IN Ruben, Steven M. ( olney, MD, UNITED STATES 

Soppet, Daniel R., centreville, VA, UNITED STATES 

Ebner, Reinhard, Gaithersburg, MD, UNITED STATES 

olsen, Henrik S., Gaithersburg, MD, UNITED STATES 

Young, Paul E . , Gaithersburg, MD, UNITED STATES 

Greene, John M . , Gaithersburg, MD, UNITED STATES 

Ferrie, Ann M., Painted Post, NY, UNITED STATES 

Yu, Guo-Liang, Berkeley, CA, UNITED STATES 

Ni , Jian, Germantown, MD, UNITED STATES 

Rosen, Craig A., Laytonsville, MD, UNITED STATES 

Brewer, Laurie A., St. Paul, MN, UNITED STATES 

Janat, Fouad, Westerly, RI, UNITED STATES 

Birse, Charles E., North Potomac, MD, UNITED STATES 
PI US 2003054443 Al 20030320 

AI US 2001-969730 Al 20011004 (9) 

RLI Continuation-in-part of ser. No. us 2001-774639, filed on 1 Feb 2001, 

PENDING Continuation of Ser. No. us 1999-244112, filed on 4 Feb 1999, 

ABANDONED Continuation-in-part of Ser. No. WO 1998-US16235 , filed on 4 

Aug 1998, UNKNOWN 
PRAI US 2000-238291P 20001006 (60) 

US 1997-55386P 19970805 (60) 

US 1997-54807P 19970805 (60) 

US 1997-55312P 19970805 (60) 

US 1997-55309P 19970805 (60) 
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371 of International Ser. No. WO 1996-US19150 , filed on 27 Nov 1996, 
UNKNOWN Continuation-in-part of Ser. No. US 1995-563368, filed on 28 Nov 
1995, PATENTED conti nuation-i n-part of Ser. No. US 1996-701124, filed on 
21 Aug 1996, PATENTED Continuation-in-part of Ser. No. us 1996-700846, 
filed on 21 Aug 1996, PATENTED Continuation-in-part of Ser. No. us 
1996-634060, filed on 17 Apr 1996, PATENTED Continuation-in-part of Ser. 
No. US 1994-303162, filed on 8 Sep 1994, PATENTED 
Utility 
APPLICATION 
3106 

INCLM: 435/235.100 
INCLS: 435/456.000 
NCLM: 435/235.100 
NCLS: 435/456.000 
[7] 

ICM : C12N015-861 
ICS: C12N007-00 
INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 187 OF 391 USPATFULL on STN 
AN 2003 : 30205 USPATFULL 



IN Thinakaran, Gopal , 
PI US 2003022151 
AI US 2002-51767 
PRAI US 2001-262353P 
DT Utility 
FS APPLICATION 
LN.CNT 3900 

INCL INCLM : 435/004.000 
INCLS 
NCLM: 



Chicago, il, united states 
Al 20030130 
Al 20020117 (10) 
20010117 (60) 



NCL 



IC 



435/006.000; 435/007.200 
435/004.000 



NCLS: 
[7] 
ICM: 
ICS: 



435/006.000; 435/007.200 
C12Q001-00 

C12Q001-68; G01N033-53; G01N033-567 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 188 OF 391 USPATFULL on STN 

AN 2003:26157 USPATFULL 

Tl Therapy for ***human*** cancers using cisplatin and other drugs or 

genes encapsulated into liposomes 

IN Boulikas, Teni , 249 Matadero Ave., Palo Alto, CA, United states 94306 

PI US 6511676 Bl 20030128 

AI US 1999-434345 19991105 (9) 

DT utility 

FS GRANTED 
LN.CNT 1642 

INCL INCLM: 424/450.000 

INCLS : 264/004.100; 264/004.300 
NCL NCLM : 424/450.000 

NCLS: 264/004.100; 264/004.300 
IC [7] 

ICM : A61K009-127 
EXF 424/450; 264/4.1; 264/4.3 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 189 OF 391 USPATFULL on STN 
AN 2003:18018 USPATFULL 

TI Composition, synthesis and therapeutic applications of polyamines 
IN Murphy, Michael A., La Jolla, CA, UNITED STATES 

MaLachowski, Mitchell R., San Diego, CA, UNITED STATES 
PI US 2003013772 Al 20030116 

AI US 2001-17235 Al 20011218 (10) 

RLI Continuation-in-part of Ser. No. US 2000-486310, filed on 23 Feb 2000, 

PENDING A 371 of International Ser. No. wo 1998-US17301, filed on 21 Aug 
1998, UNKNOWN A 371 of International Ser. No. US 1997-915660, filed on 
21 Aug 1997, GRANTED, Pat. No. US 5906996 

DT utility 

FS APPLICATION 

LN.CNT 3034 

INCL INCLM: 514/674.000 

INCLS: 564/512.000 
NCL NCLM : 514/674.000 

NCLS: 564/512.000 
IC [7] 

ICM : A61K031-13 

ICS: C07C211-14 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 190 OF 391 USPATFULL on STN 
AN 2003:17384 USPATFULL 

TI ***Human*** KCRl regulation of HERG potassium channel block 

IN Balser, Jeffrey R. , Brentwood, TN, UNITED STATES 

George, Alfred L., JR., Brentwood, TN, UNITED STATES 

Roden, Dan M., Nashville, TN, UNITED STATES 
PI US 2003013136 Al 20030116 

AI US 2001-151 Al 20011030 (10) 

PRAI US 2000-244340P 20001030 (60) 
DT Utility 
FS APPLICATION 
LN-CNT 5075 

INCL INCLM: 435/007.210 

INCLS : 435/006.000; 435/455.000; 435/325.000 
NCL NCLM: 435/007.210 

NCLS: 435/006.000; 435/455.000; 435/325.000 
IC [7] _ 



ICS: C12Q001-68; C12P021-G2; C12NO05-06; C12N015-85 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 



IN 



PA 



PI 
AI 
DT 
FS 

LN . CNT 
INCL 
NCL 
IC 



EXF 
CAS 



ANSWER 191 OF 391 USPATFULL on STN 
2003:13325 USPATFULL 

Heterocyclic compounds, pharmaceutical compositions comprising same, and 

methods for inhibiting . ***beta*** yf **amyloid yf * Vf peptide 

release and/or its synthesis by use of such compounds 

Thorsett, Eugene D . , Moss Beach, CA, United States 

Porter, Warren 3 . , Indianapolis, IN, United States 

Nissen, Jeffrey s. t Indianapolis, IN, United States 

Latimer, Lee H., Oakland, CA, United States 

Audia, James E. , Indianapolis, IN, United States 

Droste, James, Indianapolis, IN, United States 

Athena Neurosci ences , Inc., south San Francisco, CA, united states (U.S. 
corporation) 

Indianapolis, IN, United states (U.S. corporation) 



Eli Lilly Company, 
US 6506782 
US 1998-32019 
Utility 

GRANTED 
9870 

INCLM: 514/364.000 
NCLM: 514/364.000 
[7] 

ICM: A61K031-4245 
514/364 
INDEXING IS AVAILABLE 



Bl 



20030114 
19980227 



(9) 



FOR THIS PATENT. 



L4 ANSWER 192 OF 391 USPATFULL on STN 
AN 2003:11397 USPATFULL 

TI In vivo multiphoton diagnostic detection and imaging of a 
neurodegenerative disease 

IN Hyman, Bradley T., Charlestown, MA, UNITED STATES 
Christie, Richard, New York, NY, UNITED STATES 
Bacskai , Brian, charlestown, MA, UNITED STATES 
Webb, Watt W. , Ithaca, NY, UNITED STATES 
Zipfel, Warren R., Ithaca, NY, UNITED STATES 

PI US 2003009104 Al 20030109 

AI US 2001-1643 Al 20011031 (10) 

PRAI US 2000-245306P 20001102 (60) 

DT Utility 

FS APPLICATION 

LN . CNT 1919 

INCL INCLM: 600/476.000 
NCL NCLM: 600/476.000 
IC [7] 

ICM: A61B006-00 



L4 ANSWER 193 OF 391 USPATFULL on STN 
AN 2003:6903 USPATFULL 

TI Amino lactam sulfonamides as inhibitors of A. beta, protein production 
IN Thompson, Lorin Andrew, Wilmington, DE, United states 

Han, Amy Qi , Hockessin, DE, United states 
PA Bristol Myers Squibb Pharma Company, United states (U.S. corporation) 
PI US 6503901 Bl 20030107 

AI US 2000-684718 20001007 (9) 

PRAI US 1999-158565P 19991008 (60) 
DT Utility 
FS GRANTED 
LN , CNT 5315 

INCL INCLM: 514/221.000 

INCLS: 540/509.000 
NCL NCLM : 514/221.000 

NCLS: 540/509.000 
IC [7] 

ICM : C07D413-12 

ICS: C07D409-12; C07D401-12; A61K031-55; A61P025-28 
EXF 540/509; 514/221 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 194 OF 391 USPATFULL on STN 
AN 2003:4108 USPATFULL 

TI 5-beta-sapogenin and pseudosapogenin derivatives and their use in the 
treatment of dementia 



Hanson, Jim, West Sussex, UNITED KINGDOM 

Gunning, Phil, cambs, UNITED KINGDOM 

Rees, Daryl , Sandy, UNITED KINGDOM 

Xia, Zongqin, Shanghai, CHINA 

Hu, Yaer, shanghai, CHINA 
PI US 2003004147 Al 20030102 

AI US 2002-109095 Al 20020328 (10) 

RLI Continuation-in-part of Ser. No. WO 2000-GB37367 , filed on 29 Sep 2000, 
UNKNOWN 

PRAI GB 1999-23076 19990929 

DT Utility 

FS APPLICATION 

LN.CNT 1261 

INCL INCLM : 514/172.000 

INCLS: 514/173.000 
NCL NCLM : 514/172.000 

NCLS: 514/173.000 
IC [7] 

ICM: A61K031-58 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 195 OF 391 USPATFULL on STN 
AN 2003:4068 USPATFULL 

TI Method of preventing cell death using segments of neural thread proteins 

IN Averback, Paul A., Beaconsfield, CANADA 

PI US 2003004107 Al 20030102 

AI US 2002-146130 Al 20020516 (10) 

PRAI US 2001-290971P 20010516 (60) 

DT Utility 

FS APPLICATION 

LN.CNT 1698 

INCL INCLM: 514/012.000 

INCLS: 514/013.000; 514/014.000; 
NCL NCLM: 514/012.000 

NCLS: 514/013.000; 514/014.000; 
IC [7] 

ICM: A61K038-17 
ICS: A61K038-10; A61K038-08 
CAS INDEXING IS AVAILABLE FOR THIS 



514/015.000; 514/016.000 
514/015.000; 514/016.000 



PATENT. 



L4 ANSWER 196 OF 391 USPATFULL on STN 

AN 2003:3520 USPATFULL 

TI 90 ***human*** secreted proteins 

IN Ruben, Steven M. , Olney, MD, united states 

Soppet, Daniel R., Centreville, VA, UNITED STATES 

Ebner, Reinhard, Gaithersburg, MD, UNITED STATES 

olsen, Henrik s., Gaithersburg, MD, UNITED STATES 

Young, Paul E., Gaithersburg, MD, UNITED STATES 

Greene, John M., Gaithersburg, MD, UNITED STATES 

Ferrie, Ann M., Tewksbury, MA, UNITED STATES 

Yu, Guo-Liang, Berkeley, CA, UNITED STATES 

Ni , Jian, Rockville, MD, UNITED STATES 

Rosen, Craig A., Laytonsville , MD, UNITED STATES 

Brewer, Laurie A., St. Paul, mn, UNITED STATES 

Janat, Fouad, Westerly, RI, UNITED STATES 
PI US 2003003555 Al 20030102 

AI US 2001-774639 Al 20010201 (9) 

RLI Continuation of Ser. No. us 1999-244112, filed on 4 Feb 1999, ABANDONED 

WO 1998-US16235, filed on 4 Aug 1998, 

UNKNOWN 

PRAI 



Continuation-in- 


■part of ser. 


NO. 


UNKNOWN 






us 


1997- 


55386P 


19970805 


(60) 


us 


1997- 


54807P 


19970805 


(60) 


us 


1997- 


55312P 


19970805 


(60) 


us 


1997- 


55309P 


19970805 


(60) 


us 


1997- 


54798P 


19970805 


(60) 


us 


1997- 


55310P 


19970805 


(60) 


us 


1997- 


54806P 


19970805 


(60) 


us 


1997- 


54809P 


19970805 


(60) 


us 


1997- 


54804P 


19970805 


(60) 


us 


1997- 


54803P 


19970805 


(60) 


us 


1997- 


54808P 


19970805 


(60) 


us 


1997- 


55311P 


19970805 


(60) 


us 


1997- 


55986P 


19970818 


(60) 


us 


1997- 


55970P 


19970818 


(60) 


us 


1997- 


56563P 


19970819 


(60) 



US 1997-56731P 
US 1997-56365P 
US 1997-56367P 
US 1997-56370P 
US 1997-56364P 
US 1997-56366P 
US 1997-56732P 
US 1997-56371P 
DT Utility 
FS APPLICATION 
LN.CNT 15472 



19970819 
19970819 
19970819 
19970819 
19970819 
19970819 
19970819 
19970819 



(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 



INCL 



NCL 



IC 



INCLM: 
INCLS: 

NCLM: 
NCLS: 

[7] 
ICM: 
ICS: 



435/183.000 

435/006.000; 

536/023.200 

435/183.000 

435/006.000; 

536/023.200 



435/069.100; 435/325.000; 435/320.100; 530/388.100; 



435/069.100; 435/325.000; 435/320.100; 530/388.100; 



C12Q001-68 

C07H021-04; C12N009-00; C12N005-06; C07K016-40; C12P021-02 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 197 OF 391 USPATFULL on STN 
AN 2003 : 3410 USPATFULL 

TI Method of preventing cell death using 
thread proteins 



***anti bodies*** to neural 



IN 

PI 

AI 

PRAI 

DT 

FS 

LN.CNT 
INCL 

NCL 

IC 



Averback, Paul 
US 2003003445 
US 2002-138516 
US 2001-288463P 
Utility 
APPLICATION 
1705 

435/005.000 
435/069.100; 
435/005.000 
435/069.100; 



INCLM 
INCLS 
NCLM: 
NCLS: 
[7] 
ICM : 
ICS: 



Quebec, CANADA 
Al 20030102 
Al 20020506 (10) 
20010504 (60) 



435/345.000; 435/007.100 
435/345.000; 435/007.100 



C12Q001-70 

G01N033-53; C12P021-06; C12N005-06; C12N005-16 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 
IN 



PA 

PI 
AI 
RLI 



ANSWER 198 OF 391 USPATFULL on STN 
2002 : 346816 USPATFULL 

Aspartyl protease 2 (Asp2) anti sense oligonucleotides 
Gurney, Mark E. , Grand Rapids, Ml, United States 
Bienkowski, Michael 3 . , Portage, Ml, United States 
Heinrikson, Robert L., Plainwell, MI, United States 
Parodi , Luis A., Stockholm, SWEDEN 
Yan, Riqiang, Kalamazoo, MI, united States 

Pharmacia & Upjohn company, Kalamazoo, MI, United States (u.s, 
corporation) 

US 6500667 Bl 20021231 

US 2000-551853 20000418 (9) 

Division of Ser. No. US 1999-416901, filed on 13 Oct 1999 



No. US 1999-404133, filed on 23 Sep 1999 
No. WO 1999-US20881, filed on 23 Sep 1999 



Continuation-in-part of Ser 
Continuation-in-part of ser 
PRAI US 1998-101594P 19980924 (60) 
US 1999-155493P 19990923 (60) 
DT Utility 
FS GRANTED 
LN.CNT 5638 

INCL INCLM: 435/375.000 

INCLS : 536/023.100; 536/024.100; 536/024.500; 514/044.000 
NCL NCLM: 435/375.000 

NCLS: 514/044.000; 536/023.100; 536/024.100; 536/024.500 
IC [7] 

ICM: C12N005-00 
EXF 536/23.1; 536/24.1; 536/24.5; 514/44 
CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

L4 ANSWER 199 OF 391 USPATFULL on STN 
AN 2002:343880 USPATFULL 

TI Compositions and methods for monitoring the modification of modification 
dependent binding partner polypeptides 



PI US 2002197606 Al 20021226 

AI US 2001-770102 Al 20010125 (9) 

PRAI US 2000-179283P 20000131 (60) 

DT Utility 

FS APPLICATION 

LN.CNT 3550 

INCL INCLM: 435/006.000 
NCL NCLM: 435/006.000 
IC [7] 

ICM: C12Q001-68 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 200 OF 391 USPATFULL on STN 

AN 2002 : 339256 USPATFULL 

TI Transgenic knockouts of BACE-1 

IN McConlogue, Lisa, Burlingame, CA f UNITED STATES 

Gurney, Mark E. , Reykjavik, ICELAND 
PA Elan Pharmaceuticals, inc., South San Francisco, CA, UNITED STATES, 

94080 (U.S. corporation) 
PI US 2002194632 Al 20021219 

AI US 2002-82804 Al 20020222 (10) 

PRAI US 2001-271092P 20010223 (60) 

US 2001-271514P 20010226 (60) 

US 2001-293762P 20010525 (60) 
DT Utility 
FS APPLICATION 
LN.CNT 1051 

INCL INCLM : 800/012.000 

INCLS: 800/018.000 
NCL NCLM: 800/012.000 

NCLS: 800/018.000 
IC [7] 

ICM: A01K067-027 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 201 OF 391 USPATFULL on STN 
AN 2002:337952 USPATFULL 

TI Steroidal sapogenins and their derivatives for treating alzheimer's 
disease 

IN xia, Zongqin, Shanghai, CHINA 

Hu, Yaer, Shanghai, CHINA 

Rubin, Ian, Nottingham, UNITED KINGDOM 

Brostoff, Jonathan, London, UNITED KINGDOM 

Whittle, Brian, East Yorkshire, UNITED KINGDOM 

Wang, Weijun, Huntingdon, UNITED KINGDOM 

Gunning, Phil, Grantchester , UNITED KINGDOM 
PI US 2002193317 Al 20021219 

AI US 2002-77493 Al 20020215 (10) 

RLI Continuation of Ser. No. US 2001-647110, filed on 11 Jan 2001, ABANDONED 
PRAI GB 1998-6513 19980326 

19990308 



DT 
FS 

LN . CNT 
INCL 



GB 1999-5275 
Utility 
APPLICATION 
885 



INCLM: 
INCLS; 
NCL NCLM: 
NCLS: 
IC [7] 

ICM: A61K031-704 
CAS INDEXING IS AVAILABLE 



514/026.000 
514/033.000 
514/026.000 
514/033.000 



FOR THIS PATENT. 



L4 ANSWER 202 OF 391 USPATFULL on STN 
AN 2002:337363 USPATFULL 

TI Modular molecular clasps and uses thereof 
IN Rizzuto, Carlo Dante, Cambridge, MA, UNITED STATES 
Afeyan, Noubar Boghos , Lexington, MA, UNITED STATES 
Lee, Frank Don, chestnut Hill, MA, UNITED STATES 
church, George McDonald, Brookline, MA, UNITED STATES 
Gupta, Ruchira Das, Jamaica plain, MA, UNITED STATES 
Schwartz, John Jacob, Newtonville, MA, UNITED STATES 
Zhang, Bin, Belmont, CA, UNITED STATES 

Lugovskoy, Alexey Alexandrovich, Brighton, MA, UNITED STATES 
PA engeneos, Inc., Waltham, MA (U.S. corporation) 
PI US 2002192721 Al 20021219 



PRAI US 2001-279524P 20010328 (60) 

DT Utility 

FS APPLICATION 

LN.CNT 2440 

INCL INCLM: 435/007.900 

INCLS: 435/287.200 
NCL NCLM: 435/007.900 

NCLS: 435/287.200 
IC [7] 

ICM: G01N033-53 

ICS: G01N033-542; C12M001-34 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 

IN 
PI 
AI 

DT 
FS 



ANSWER 203 OF 391 US PAT FULL on STN 
2002 : 330416 US PAT FULL 

CHIMERIC DNA-BINDING/DNA METHYLTRANSFERASE NUCLEIC ACID AND POLYPEPTIDE 
AND USES THEREOF 

, NEW YORK, NY, UNITED STATES 
Al 20021212 

(9) 



BESTOR, TIMOTHY H, 
US 2002188103 
US 1998-51013 
WO 1996-US15576 
Utility 

APPLICATION 



Al 



19981009 
19960927 



LN.CNT 2050 
INCL INCLM: 



530/350.000 

435/320.100; 435/325.000 

435/459,000; 435/461.000 

536/023.200; 536/023.500 
530/350.000 

435/320.100; 435/325.000 

435/459.000; 435/461.000 

536/023.200; 536/023.500 

[7] 

ICM : C07K001-00 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



NCL 



IC 



INCLS: 



NCLM: 
NCLS: 



435/455.000; 435/456.000; 435/458.000; 

424/093.200; 514/044.000; 536/023.100; 
800/013.000 

435/455.000; 435/456.000; 435/458.000; 

424/093.200; 514/044.000; 536/023.100; 
800/013.000 



L4 
AN 
TI 
IN 

PI 
AI 
RLI 



PRAI 

DT 

FS 



ANSWER 204 OF 391 USPATFULL on STN 
2002 : 330327 USPATFULL 
Method for treating Alzheimer's disease 
Bisgaier, Charles Larry, Ann Arbor, MI, UNITED STATES 
Emmerling, Mark Richard, Chelsea, Ml, UNITED STATES 
US 2002188012 Al 20021212 

US 2002-71663 Al 20020208 (10) 

Continuation of Ser. No. US 2000-554994, filed on 23 May 2000, ABANDONED 
A 371 of international ser. No. wo 1998-US25495 , filed on 2 Dec 1998, 
UNKNOWN 

US 1998-72912P 19980128 (60) 

utility 



APPLICATION 



LN.CNT 822 
INCL 



NCL 



IC 



514/356.000 

514/369.000; 514/381.000; 
514/356.000 

514/369.000; 514/381.000; 



INCLM 
INCLS 
NCLM: 
NCLS: 
[7] 

ICM: A61K031-455 

ICS: A61K031-426; A61K031-41; A61K031-202; A61K031-19 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



514/560.000; 514/572.000; 514/574.000 
514/560.000; 514/572.000; 514/574.000 



L4 ANSWER 205 OF 391 USPATFULL on STN 
AN 2002 : 330245 USPATFULL 

TI Phosphinylmethyl and phosphoryl methyl succinic and glutauric acid 

analogs as B-secretase inhibitors 
IN Qiao, Lixin, Arlington, VA, UNITED STATES 

Etcheberrigaray , Rene, Columbia, MD, UNITED STATES 
PI US 2002187928 Al 20021212 



AI 
DT 
FS 

LN.CNT 
INCL 



NCL 



Al 
B2 
Al 



20030513 
20010530 



US 2002187928 
US 6562783 
US 2001-866764 
Utility 
APPLICATION 
824 

INCLM: 514/007.000 

INCLS: 514/080.000; 514/081.000; 

544/244.000; 546/021.000; 
NCLM: 514/007.000 



(9) 



514/120.000; 530/331.000; 544/243.000; 
562/011.000; 562/024.000; 562/012.000 



IC [7] 

ICM: A61K038-06 

ICS: C07F009-28; A61K031-675; C07F009-6512 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 206 OF 391 US PAT FULL on STN 
AN 2002:323128 US PAT FULL 

TI Sapogenin derivatives and their use in the treatment of cognitive 
dysfunction 

IN Barraclough, Paul, Maidstone, UNITED KINGDOM 

Hanson, Jim, steyning, united kingdom 

Gunning, Phil, Grantchester , UNITED KINGDOM 

Rees, Daryl , Sandy, UNITED KINGDOM 

Xia, Zongqin, Shanghai , CHINA 

Hu, Yaer, Shanghai, CHINA 
PI US 2002183294 Al 20021205 

AI US 2002-109204 Al 20020328 (10) 

RLI Continuation-in-part of Ser. No. wo 2000-GB3745, filed on 29 Sep 2000, 
UNKNOWN 

19990929 



PRAI 
DT 

FS 

LN.CNT 
INCL 



GB 1999-23077 
Utility 
APPLICATION 
1039 



INCLM : 514/172.000 
INCLS: 514/178.000 
NCL NCLM: 514/172.000 
NCLS: 514/178.000 
IC [7] 

ICM: A61K031-58 
ICS: A61K031-56 

CAS INDEXING IS AVAILABLE 



FOR THIS PATENT. 



L4 
AN 
TI 
IN 



ANSWER 207 OF 391 USPATFULL on STN 
2002 : 314710 USPATFULL 

***HUMAN*** SEL-10 POLYPEPTIDES AND POLYNUCLEOTIDES THAT ENCODE THEM 
GURNEY, MARK E., GRAND RAPIDS, MI, UNITED STATES 
PAULEY, ADELE M., PLAINWELL, MI, UNITED STATES 
LI, JINHE, KALAMAZOO, MI, UNITED STATES 



PI US 2002177187 
AI US 1999-328877 
PRAI US 1997-68243P 
DT Utility 
FS APPLICATION 
LN.CNT 2859 



Al 20021128 
Al 19990609 (9) 
19971219 (60) 



INCL 



NCL 



IC 



INCLM: 
INCLS: 
NCLM: 
NCLS: 
[7] 
ICM : 
ICS: 



435/069.100 

435/320.100; 435/325.000; 530/350.000; 424/130.100; 435/007.100 
435/069.100 

435/320.100; 435/325.000; 530/350.000; 424/130.100; 435/007.100 



CO7K017-O0 

C07K014-00; C07K001-00; C12N005-02; C12N005-00; C12N015-74; 
C12N015-70; C12N015-63; C12N015-09; C12N015-00; A61K039-395; C12P021-06; 
G01N033-53 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 
IN 
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PRAI 



DT 

FS 

LN . CNT 
INCL 

NCL 

IC 



ANSWER 208 OF 391 USPATFULL on STN 
2002 : 314672 USPATFULL 

Systems and methods for automated analysis of cells and tissues 



Branford, CT, UNITED STATES 
, Stamford, CT, UNITED STATES 
Al 20021128 
Al 20020201 (10) 
20011031 (60) 
20010420 (60) 



Rimm, David L. , 
Camp, Robert L. , 
US 2002177149 
US 2002-62308 
US 2001-334723P 
US 2001-285155P 
Utility 
APPLICATION 
1254 

435/006.000 

435/007.200; 702/019.000; 702/020.000; 
435/006.000 

435/007.200; 702/019.000; 702/020.000; 



INCLM: 
INCLS: 
NCLM: 
NCLS: 
[7] 

ICM: C12Q001-68 

ICS: G01N033-53; G01N033-567; G06F019-00; G01N033-48; G01N033-50; 
G06K009-00 



382/128.000 
382/128.000 



L4 ANSWER 209 OF 391 US PAT FULL on STN 
AN 2002 : 311059 US PAT FULL 

TI Biological reagents and methods for determining the mechanism in the 

generation of . ***beta*** ***amy1oid*** peptide 

IN Audia, James E. , Indianapolis, IN, United states 
Hyslop, Paul A., Indianapolis, IN, United states 
Nissen, Jeffrey S., Indianapolis, IN, United states 
Thompson, Richard C. , Frankfort, IN, United states 
Tung, Jay S. f Belmont, CA, United states 
Tanner, Laura I., San Francisco, CA, United states 
PA Elan Pharmaceuticals Inc., So. San Francisco, CA, United states (U.S. 
corporation) 

Eli Lilly & Company, Indianapolis, 



PI 

AI 

PRAI 

DT 

FS 

LN . CNT 
INCL 

NCL 



IC 

EXF 
CAS 

L4 

AN 
TI 
IN 



Bl 



US 6486350 
US 1999-408283 
US 1998-160082P 
Utility 
GRANTED 
2017 

INCLM : 564/153.000 
INCLS: 560/025.000; 
NCLM : 564/153.000 
NCLS: 540/522.000; 
[7] 

ICM: C07C233-05 
564/153; 560/25; 560/27; 560/29; 540/522 



20021126 
19990929 
19980930 (60) 



560/027.000; 
560/025.000; 



IN, United states (U.S. corporation) 
(9) 



560/029.000; 
560/027.000; 



540/522.000 
560/029.000 



PA 

PI 
AI 
RLI 
PRAI 



INDEXING IS AVAILABLE FOR THIS PATENT. 

ANSWER 210 OF 391 US PAT FULL on STN 
2002 : 311025 US PAT FULL 
Interleukin-20 

Ebner, Reinhard, Gai thersburg , MD, United states 
Murphy, Marianne, Richmond, UNITED KINGDOM 
Ruben, Steven M., olney, MD, United states 
Hu, Jing-shan, Sunnyvale, CA, United states 
Duan, D. Roxanne, Bethesda, MD, United States 
Florence, Kimberly A., Rockville, MD, United States 
Rosen, Craig A., Laytonsville, MD, United States 
Human Genome sciences, inc., Rockville, MD, United States 
corporation) 

US 6486301 Bl 20021126 

US 1999-231788 19990115 (9) 



(U.S. 



Contmuation-in 
US 1997-52870P 
US 1997-60140P 
US 1997-55952P 
DT Utility 
FS GRANTED 
LN . CNT 5643 

INCL INCLM : 530/351.000 
424/085.100 
NCL NCLM: 530/351.000 
424/085.100 



part of ser. 
19970716 
19970926 
19970818 



No. US 
(60) 
(60) 
(60) 



1998-115832, filed on 15 Jul 1998 



IC 



EXF 
CAS 



INCLM: 
INCLS : 

nclm: 

NCLS: 
[7] 

ICM: C07K014-475 
ICS: A61K038-19 
530/351; 424/85.1 
INDEXING IS AVAILABLE 



FOR THIS PATENT. 



L4 
AN 
TI 
IN 
PA 
PI 
AI 
DT 
FS 

LN . CNT 
INCL 

NCL 

IC 



ANSWER 211 OF 391 USPATFULL on STN 
2002 : 310800 USPATFULL 

Testis-specific ***human*** SVPHl-8 proteinase 
Cerretti, Douglas P., Seattle, WA, United states 
immunex Corporation, Seattle, WA, united states (U.s, 
US 6485956 Bl 20021126 



corporation) 



US 2000 
Utility 
GRANTED 
2072 
INCLM 
INCLS 
NCLM: 
NCLS: 
[7] 



•617145 



435/219.000 
435/069.100; 
435/219.000 
435/069.100; 



20000714 (9) 



435/183.000; 
435/183.000; 



435/218.000 
435/218.000 



ICS: C12N009-00; C12N009-66; C12N009-50 
EXF 435/69.1; 435/183; 435/212; 435/219 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 212 OF 391 USPATFULL on STN 
AN 2002 : 310766 USPATFULL 

TI Methods for determining risk of developing alzheimer's disease by 

detecting mutations in the presenilin 2 (PS-2) gene 
IN st. George-Hyslop, Peter H., Toronto, CANADA 

Rommens, Johanna M., Toronto, CANADA 

Fraser, Paul E . , Toronto, CANADA 
PA HSC Research and Development Limited Partnership, CANADA (non-U. S. 

corporation) 

The Governing Council of the University of Toronto, CANADA (non-U. s. 

corporation) 
PI US 6485911 Bl 20021126 

AI US 2000-636796 20000811 (9) 

RLI Division of Ser. No. US 1998-127480, filed on 31 Jul 1998, now patented, 
Pat. No. US 6194153 Division of Ser. No. US 1996-592541, filed on 26 Jan 
1996, now patented, Pat. No. US 5986054 Continuation-in-part of Ser. No. 
US 1995-509359, filed on 31 Jul 1995, now abandoned Continuation-in-part 
of Ser. No. US 1995-496841, filed on 28 Jun 1995, now patented, Pat. No. 
US 6210919 Continuation-in-part of Ser. No. US 1995-431048, filed on 28 
Apr 1995 

DT Utility 

FS GRANTED 

LN.CNT 6790 

INCL INCLM : 435/006.000 

INCLS: 435/091.200; 435/091.210; 435/091.510; 536/023.500; 536/024.310; 
536/024.330 
NCL NCLM : 435/006.000 

NCLS: 435/091.200; 435/091.210; 435/091.510; 536/023.500; 536/024.310; 
536/024.330 

IC [7] 

ICM: C12Q001-68 

EXF 435/6; 435/91.2; 435/91.21; 435/91.51; 536/24.31; 536/24.33; 536/23.5 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 213 OF 391 USPATFULL on STN 
AN 2002 : 309311 USPATFULL 

TI Identification of genes involved in alzheimer's disease using drosophila 
melanogaster 

IN cohen, Dalia, Livingston, NJ, united STATES 

Dengler, uwe jochen, Loerrach, GERMANY, federal republic of 

Finelli, Alyce Lynn, Parsippany, NJ , united states 

Freuler, Felix, Riehen, SWITZERLAND 

Konsolaki, Mary, westfield, NJ, united states 

Reinhardt, Mischa Werner Henri Marie, Bantzenheim, FRANCE 

Zusman, Susan, Sudbury, MA, UNITED STATES 
PI US 2002174446 Al 20021121 

AI US 2001-964899 Al 20010927 (9) 
PRAI US 2000-236893P 20000929 (60) 

US 2001-298309P 20010614 (60) 
DT Utility 
FS APPLICATION 
LN.CNT 5722 

INCL INCLM: 800/008.000 

INCLS: 514/001.000 
NCL NCLM: 800/008.000 

NCLS: 514/001.000 
IC [7] 

ICM: A01K067-033 

ICS: A61K031-00 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 214 OF 391 USPATFULL on STN 
AN 2002 : 307925 USPATFULL 

TI Controlling protein levels in eucaryotic organisms 
IN Kenten, John H., Boyds, MD, UNITED STATES 

Roberts, Steven F. , Bethesda, MD, UNITED STATES 
PA Proteinix, inc. (U.S. corporation) 
PI US 2002173049 Al 20021121 

US 6559280 B2 20030506 

Al us 2001-880132 Al 20010614 (9) 

RLI Division of Ser. No. us 1999-406781, filed on 28 Sep 1999, PATENTED 



DT 

FS 

LN . CNT 
INCL 



utility 

APPLICATION 
3227 



NCL 



IC 



CAS 

L4 
AN 
TI 
IN 



PA 



INCLM : 
INCLS: 

NCLM: 
NCLS: 



435/106.000; 435/004.000; 435/007.720; 
530/350.000; 930/020.000; 424/094.100 



514/002.000; 



[7] 
ICM: 
ICS: 



436/501.000 
435/041.000; 
530/300.000; 
530/323.000 

424/070.140; 435/004.000; 435/106.000; 435/108.000; 435/109.000; 
435/115.000; 435/116.000; 436/501.000; 530/329.000; 530/330.000; 
530/331.000; 530/332.000 



AO1N037-18 

C12Q001-00; C12P001-00; C12P013-04; C07K004-00; C07K007-00; 
C07K016-00; C07K001-00; A61K038-00; G01N033-53; A61K038-43; C07K002-00; 
C07K005-O0; C07K014-00; C07K017-00; G01N033-566 
INDEXING IS AVAILABLE FOR THIS PATENT. 



ANSWER 215 OF 391 USPATFULL on STN 
2002 : 307880 USPATFULL 

Novel ABCA6 transporter and uses thereof 
Chen, Hongyun, Vancouver, CANADA 
Le Bihan, stephane, Vancouver, CANADA 
Kulhanek, Barbara, surrey, CANADA 

Active Pass Pharmaceuticals, inc., Vancouver, CANADA, V5Z 4H5 (non-U. S 
corporation) 

Al 20021121 
Al 20020304 (10) 
20010305 (60) 



PI US 2002173004 

Al US 2002-90453 
PRAI US 2001-273650P 
DT Utility 
FS APPLICATION 
LN . CNT 3798 

INCL INCLM: 435/069.100 

435/320.100; 435/325.000; 530/350.000; 536/023.200; 536/024.300 
NCL NCLM: 435/069.100 

435/320.100; 435/325.000; 530/350.000; 536/023.200; 536/024.300 



IC 



CAS 

L4 
AN 
TI 
IN 



INCLM 
INCLS 
NCLM: 
NCLS: 
[7] 

ICM: C12P021-02 

ICS: C12N005-06; C07K014-435; C07H021-04 
INDEXING IS AVAILABLE FOR THIS PATENT. 

ANSWER 216 OF 391 USPATFULL on STN 
2002 : 307870 USPATFULL 
28 ***human* Vfyf secreted proteins 
Ruben, Steven M . , olney, MD, UNITED STATES 
Rosen, craig A., Laytonsville, MD, UNITED STATES 
Li, Yi , Sunnyvale, ca, UNITED states 
Zeng, zhizhen, Lansdale, PA, UNITED STATES 
Kyaw, Hi a, Frederick, MD, UNITED STATES 
Fischer, Carrie L., Burke, VA, UNITED STATES 
Li, Haodong, Gaithersburg, MD, UNITED STATES 
Soppet, Daniel R. , Centreville, VA, UNITED STATES 
Gentz, Reiner L., Rockville, MD, UNITED STATES 
Wei, Ying-Fei, Berkeley, CA, UNITED STATES 



PI 
Al 
RLI 



PRAI 



Moore , Paul A. , 
Young, Paul E. , 
Greene, John M. 
Ferrie, Ann M. , 
US 2002172994 
US 2001-852797 



Germantown, MD, UNITED STATES 
Gaithersburg, MD, UNITED STATES 
, Gaithersburg, MD, UNITED STATES 
Tewksbury, MA, UNITED STATES 
Al 20021121 
Al 20010511 (9) 



Continuation-in-part of Ser. No. US 1998-152060, filed on 11 Sep 1998, 
PENDING continuation-in-part of Ser. No. WO 1998-US4858, filed on 12 Mar 
1998, UNKNOWN 

(60) 



US 2001-265583P 
US 1997-40762P 
US 1997-40710P 
US 1997-50934P 
US 1997-48100P 
US 1997-48357P 
US 1997-48189P 
US 1997-57765P 
US 1997-48970P 
US 1997-68368P 
DT Utility 
FS APPLICATION 
LN . CNT 17794 



20010202 
19970314 
19970314 
19970530 
19970530 
19970530 
19970530 
19970905 
19970606 
19971219 



(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 



INCLS: 435/226.000; 435/325.000; 435/320.100; 536/023.200 
NCL NCLM: 435/069.100 

NCLS: 435/226.000; 435/325.000; 435/320.100; 536/023.200 
IC [7] 

ICM: C12P021-02 

ICS: C12N005-06; C07H021-04; C12N009-64 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 217 OF 391 USPATFULL on STN 
AN 2002 : 303718 USPATFULL 

TI Methods of reducing bone loss with CD40 ligand 
IN Ahuja, Seema A., San Antonio, TX, United states 

Bonewald, Lynda F. f San Antonio, TX, United states 
PA Board of Regents, The University of Texas system, Austin, TX, 
States (U.S. corporation) 
US 6482411 Bl 20021119 



United 



PI 
AI 
PRAI 
DT 
FS 

LN.CNT 
INCL 



NCL 



IC 



EXF 
CAS 



US 2000-645926 

US 1999-151250P 

Utility 

GRANTED 

5120 

INCLM: 424/185.100 
INCLS : 424/085.100; 

514/008.000; 
NCLM : 424/185.100 
NCLS: 424/085.100; 

514/008.000; 

[7] 

ICM: 
ICS : 



20000824 (9) 
19990827 (60) 



424/184.100; 
514/012.000; 

424/178.100; 
514/012.000; 



424/192. 
514/885, 



100; 
000; 



424/184.100; 
514/885.000; 



A61K038-17 

A61K038-19; C07K014-435; C07K014-52 
424/85.1; 424/185.1; 424/278.1; 514/2; 514/8; 
INDEXING IS AVAILABLE FOR THIS PATENT. 



424/178.100; 
530/350.000; 

424/192.100; 
530/350.000; 



530/350 



514/002.000; 
530/351.000 

514/002.000; 
530/351.000 



L4 ANSWER 218 OF 391 USPATFULL on STN 
AN 2002 : 301592 USPATFULL 

TI Regulation of amyloid precursor protein expression by modification of 

ABC transporter expression or activity 
IN Reiner, Peter B., Vancouver, CANADA 

Connop, Bruce P., Vancouver, CANADA 

Pollard, Michelle, Vancouver, CANADA 
PA Active Pass Pharmaceuticals, inc., Vancouver, CANADA, V5Z 4H5 (non-U. s. 

corporation) 
PI US 2002169137 Al 20021114 

AI US 2002-72621 Al 20020208 (10) 

PRAI US 2001-267975P 20010209 (60) 

US 2001-309256P 20010731 (60) 
DT Utility 
FS APPLICATION 
LN.CNT 3827 

INCL INCLM : 514/044.000 

INCLS : 514/002.000 
NCL NCLM: 514/044.000 

NCLS: 514/002.000 
ic [7] 

ICM: A61K048-00 

ICS: A61K038-17 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 219 OF 391 USPATFULL on STN 

AN 2002 : 301144 USPATFULL 

TI Inhibition of tau-tau-association 

IN Wischik, Claude Michel, Cambridge, UNITED KINGDOM 

Edwards, Patricia Carol, Cambridge, UNITED KINGDOM 

Harrington, Charles Robert, Cambridge, UNITED KINGDOM 

Roth, Martin, Cambridge, UNITED KINGDOM 

Klug, Aaron, Cambridge, UNITED KINGDOM 
PA University court of the university of Aberdeen, Aberdeen, UNITED KINGDOM 

(3) 

PI US 2002168687 Al 20021114 

AI US 2002-107181 Al 20020328 (10) 

RLI Division of Ser. No. US 1997-913915, filed on 12 Dec 1997, GRANTED, Pat. 

No. US 6376205 A 371 of International Ser. No. WO 1996-EP1307, filed on 

25 Mar 1996, UNKNOWN 
PRAI GB 1995-6197 19950327 
DT Utility 



LN.CNT 2030 

INCL INCLM: 435/007.100 
NCL NCLM: 435/007.100 
IC [7] 

ICM: G01N033-53 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 220 OF 391 US PAT FULL on STN 
AN 2002:300827 USPATFULL 

TI Methods and compositions for treating secondary tissue damage and other 

inflammatory conditions and disorders 
IN McDonald, John R. , Calgary, AB, UNITED STATES 
coggins, Philip J . , Calgary, AB, UNITED states 

Al 20021114 

Al 20010222 (9) 
No. US 1999-453851, filed on 2 Dec 1999, PENDING 
No. US 1999-360242, filed on 22 Jul 1999, PENDING 

No. US 1998-120523, filed on 22 Jul 1998, ABANDONED 
19990721 
19980722 (60) 



ser . 



PI US 2002168370 

Al US 2001-792793 

RLI Division of Ser 
Division of Ser 
Continuation of 
WO 1999-CA659 
US 1998-155186P 
Utility 
APPLICATION 
LN.CNT 7972 

INCL INCLM: 424/178.100 

INCLS: 514/012.000; 530/389.100; 536/023.530; 435/069.100; 435/320.100; 
435/325.000 
NCL NCLM: 424/178.100 

NCLS: 514/012.000; 530/389.100; 536/023.530; 435/069.100; 435/320.100; 
435/325.000 



PRAI 

DT 
FS 



IC 



[7] 
ICM : 
ICS: 



A61K039-395 

C07H021-04; C12P021-02; C12N005-06; C07K016-46 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 221 OF 391 USPATFULL on STN 
AN 2002:295299 USPATFULL 

TI Iron regulating protein -2 (IRP-2) as a diagnostic for neurodegenerative 
disease 

IN Kirsch, Wolff M. f Redlands, CA, UNITED STATES 

Lennart, Anto, Loma Linda, CA, UNITED STATES 

Kelln, Wayne J., Loma Linda, CA, UNITED STATES 

Kanq, Dae-Kyung, Rockville, MD, UNITED STATES 

Levine, Rodney L. , Rockville, MD, UNITED STATES 

Rouault, Tracey A., North Bethesda, MD, UNITED STATES 
PI US 2002165349 Al 20021107 

Al US 2001-924396 Al 20010806 (9) 

PRAI US 2000-222863P 20000804 (60) 

DT Utility 
FS APPLICATION 
LN.CNT 3514 

INCL INCLM: 530/350.000 

INCLS: 536/023.500; 435/006.000; 435/007.100 
NCL NCLM: 530/350.000 

NCLS: 536/023.500; 435/006.000; 435/007.100 
IC [7] 

ICM: C12Q001-68 

ICS: G01N033-53; C07H021-04; C07K014-705 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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PA 

PI 

Al 

RLI 

PRAI 



DT 



ANSWER 222 OF 391 USPATFULL on STN 
2002 : 294717 USPATFULL 

Catalytically active recombinant memapsin and methods of use thereof 

Lin, Xinli, Edmond, OK, UNITED STATES 

Koelsch, Gerald, Oklahoma city, OK, UNITED STATES 

Tang, Jordan J.N., Edmond, OK, UNITED STATES 

Oklahoma Medical Research Foundation 



US 2002164760 
US 2001-795903 
Division of Ser. 
US 1999-141363P 
US 1999-168060P 
US 2000-177836P 
US 2000-178368P 
US 2000-210292P 
Utility 



Al 20021107 
Al 20010228 (9) 
No. US 2000-604608, filed on 27 Jun 2000, 

19990628 (60) 

19991130 (60) 

20000125 (60) 

20000127 (60) 

20000608 (60) 



PENDING 



LN.CNT 2440 

INCL INCLM: 435/220.000 

INCLS: 435/069.100; 435/252.300; 435/320.100 
NCL NCLM: 435/220.000 

NCLS: 435/069.100; 435/252.300; 435/320.100 
IC [7] 

Icm: C12N009-52 

ICS: C12P021-02; C12N001-21 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 223 OF 391 USPATFULL on STN 
AN 2002:294625 USPATFULL 

TI Nucleic acid molecules, polypeptides and uses therefor, including 

diagnosis and treatment of alzheimer's disease 
IN Durham, L. Kathryn, New London, CT, UNITED STATES 

Friedman, David L., Madison, ct, united states 

chandrasiri Herath, Herath Mudiyanselage Athula, Abingdom, UNITED 
KINGDOM 

Kimmel, Lida H., Chester, CT, UNITED STATES 
Parekh, Rajesh Bhikhu, New Wendlebury, UNITED kingdom 
Potter, David M., Ledyard, CT, UNITED STATES 
Rohlff, Christian, Oxford, UNITED KINGDOM 
silber, B. Michael, Madison, CT, UNITED STATES 
stiger, Thomas R., Pawcatuck, CT, UNITED STATES 
Sunderland, P. Trey, Chevy Chase, MD, UNITED STATES 
Townsend, Robert Reid, Oxford, UNITED KINGDOM 
White, W. Frost, Ledyard, CT, UNITED STATES 
Williams, Stephen A. f Groton, CT, UNITED STATES 



PI US 2002164668 
AI US 2001-826290 
PRAI US 2000-194504P 
US 2000-253647P 
DT Utility 
FS APPLICATION 
LN.CNT 5696 
INCL 



Al 20021107 
Al 20010403 (9) 
20000403 (60) 
20001128 (60) 



NCL 



IC 



CAS 



435/325.000; 435/226.000; 
435/325.000; 435/226.000; 



536/023.200 
536/023.200 



INCLM: 435/007.920 
INCLS: 435/069.100; 
NCLM: 435/007.920 
NCLS: 435/069.100; 
[7] 

ICM: G01N033-53 

ICS: G01N033-537; G01N033-543; C07H021-04; C12N009-64; C12P021-02 
C12N005-06 
INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 224 OF 391 USPATFULL on STN 
AN 2002 : 291111 USPATFULL 

TI Compounds for inhibiting . ***beta*** .- ***amyloid*** peptide 

release and/or its synthesis 
IN wu, Jing, San Mateo, CA, united states 

Tung, Day s., Belmont, CA, United states 

Thorsett, Eugene D. , Moss Beach, CA, United States 

Reel, Jon K. , Carmel , IN, United States 

Porter, Warren J., Indianapolis, IN, United States 

Nissen, Jeffrey S., Indianapolis, IN, United States 

Mabry, Thomas E. f Indianapolis, IN, United States 

Latimer, Lee H., Oakland, CA, United States 

John, Varghese, San Francisco, CA, United states 

Folmer, Beverly K. , Newark, DE, United States 

Droste, James J., Indianapolis, IN, United States 

Britton, Thomas C. , Carmel, IN, United States 

Audia, James E., Indianapolis, IN, United states 
PA Elan Pharmaceuticals, inc., South San Francisco, CA, United States (U.S. 

corporation) 

Eli Lilly Company, Indianapolis, IN, United states (U.S. corporation) 
PI US 6476263 Bl 20021105 

AI US 2001-826412 20010403 (9) 

RLI continuation of Ser. No. US 1998-164448, filed on 30 Sep 1998, now 
patented, Pat. No. us 6211235 Continuation-in-part of Ser. No. US 
1997-976289, filed on 21 Nov 1997, now patented, Pat. No. US 6191166 

PRAI US 1996-108166P 19961122 (60) 
US 1997-64859P 19970228 (60) 

US 1997-108161P 19970228 (60) 
US 1997-98558P 19970228 (60) 

DT Utility 



LN.CNT 12409 



INCL 



NCL 



IC 



EXF 



inclm: 
incls: 

NCLM : 
NCLS: 



564/152.000 
564/153.000; 
560/041.000; 
564/152.000 
560/041.000; 
564/160.000; 



564/159.000; 564/160.000; 564/161.000; 564/041.000; 
562/450.000 



562/450.000; 564/041.000; 564/153.000; 564/159.000; 
564/161.000 

[7] 

ICM: C07C233-00 

564/152; 564/153; 564/159; 564/160; 564/161; 560/41; 562/450 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 225 OF 391 USPATFULL on STN 
2002 : 290742 USPATFULL 
94 ***Human*** Secreted Proteins 
Ruben, Steven M . , olney, MD, United States 
Ni , Jian, Rockville, MD, United States 
Rosen, Craig A., Laytonsville, MD, United States 
Wei, Ying-Fei, Berkeley, CA, United States 
Young, Paul, Gaithersburg, MD, United States 
Florence, Kimberly, Rockville, MD, United States 
Soppet, Daniel R. , Centreville, VA, United States 
Brewer, Laurie A., St. Paul, MN, United States 
Endress, Gregory A., Potomac, MD, United States 
Carter, Kenneth C , Potomac, MD, United States 
Mucenski , Michael, Cincinnati, OH, United States 
Ebner, Reinhard, Gaithersburg, MD, United States 
Lafleur, David W. , Washington, DC, United states 
olsen, Henrik, Gaithersburg, MD, United states 
Shi, Yanggu, Gaithersburg, MD, United states 
Moore, Paul A., Germantown , MD, United States 
Komatsoulis, George, Silver spring, MD, united States 
Human Genome Sciences, Inc., Rockville, MD, United States 
corporation) 

US 6475753 Bl 20021105 

US 1999-461325 19991214 (9) 



(U.S. 



continuation-in-part of Ser. 



DT 
FS 

LN . CNT 
INCL 



NCL 



US 1998-89507P 
US 1998-89508P 
US 1998-89509P 
US 1998-89510P 
US 1998-90112P 
US 1998-90113P 
Utility 
GRANTED 
18031 



19980616 
19980616 
19980616 
19980616 
19980622 
19980622 



No. WO 

(60) 

(60) 

(60) 

(60) 

(60) 

(60) 



1999-US13418, filed on 15 Jun 1999 



IC 



EXF 
CAS 

L4 

AN 
TI 

IN 
PA 



INCLM: 
INCLS: 

NCLM : 
NCLS: 

[7] 
ICM : 
ICS: 



435/069.100 
435/069.400; 
435/471 
435/069 
435/069 
435/471 
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Droste, James J . , Indianapolis, in. United states 
Folmer, Beverly K., Newark, DE, United states 
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Elan Pharmaceuticals, inc., South San Francisco, CA, United States (U.S, 
corporation) 
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PA The Hospital for Sick Children, HSC Research and Development Limited 

Partnership, Canada (non-U. S. corporation) 

The Governing Council of the University of Toronto, Canada (non-U. S. 

corporation) 
PI US 6194153 Bl 20010227 

AI US 1998-127480 19980731 (9) 

RLI Division of Ser. No. US 1996-592541, filed on 26 Dan 1996, now patented, 
Pat. No. us 5986054 Continuation-in-part of Ser. No. US 1995-509359, 
filed on 31 Jul 1995 Continuation-in-part of Ser. No. US 1995-496841, 
filed on 28 Jun 1995 Continuation-in-part of Ser. No. US 1995-431048, 
filed on 28 Apr 1995 

DT Utility 

FS Granted 

LN.CNT 42 55 

INCL INCLM: 435/006.000 

INCLS: 435/007.100; 435/091.200; 536/023.500; 536/024.310; 536/024.330 
NCL NCLM: 435/006.000 

NCLS: 435/007.100; 435/091.200; 536/023.500; 536/024.310; 536/024.330 
IC [7] 

ICM : C12Q001-68 

ICS: C12P019-34; C07H021-04 
EXF 435/6; 435/91.2; 435/7.1; 536/21.31; 536/24.33; 536/23.5 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 333 OF 391 USPATFULL on STN 
AN 2001:26018 USPATFULL 

TI Protein and monoclonal ***anti body*** specific thereto 
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PA 



PI 
AI 

PRAI 



DT 
FS 

LN . CNT 
INCL 



. , Carmel , IN , 
Indianapol is , 
K. , Newark, DE, 
W. , Carmel , IN, 
San Francisco, 



united states 
IN, united states 
United states 
United states 
CA, united states 



Britton, Thomas 
Droste, James J. 
Folmer , Beverly 
Huffman, George 
Varghese, John, 

Latimer, Lee H., Oakland, CA, United States 
Mabry, Thomas E., Indianapolis, in, United states 
Nissen, Jeffrey S., Indianapolis, IN, United States 
Porter, Warren J., Indianapolis, IN, United States 
Reel, Jon K., Carmel, IN, United States 
Thorsett, Eugene D. , Moss Beach, CA, United States 
Tung, Jay S., Belmont, CA, United States 
Wu, Jing, San Mateo, CA, United States 
Eid, Clark Norman, Cheshire, CT, United States 
Scott, William Leonard, Indianapolis, IN, United states 
Elan Pharmaceuticals, Inc., South San Francisco, CA, united states (U.S, 
corporation) 

Eli Lilly & Company, Indianapolis, IN, United states (U.S. corporation) 



US 6191166 
US 1997-976289 
US 1996-108166P 
US 1997-64859P 
US 1997-108161P 
US 1997-698556P 
Utility 
Granted 
12827 

514/534.000 
514/535.000; 
514/534.000 
514/535.000; 



Bl 20010220 

19971121 (8) 
19961122 (60) 
19970228 (60) 
19970228 (60) 
19970228 (60) 



INCLM 
INCLS 
NCL NCLM : 
NCLS: 
IC [71 

ICM: A01N037-12 
EXF 574/534; 574/535; 574/616; 574/619 
CAS INDEXING IS AVAILABLE FOR THIS PATENT 



514/616.000; 514/619.000 
514/616.000; 514/619.000 



L4 
AN 
TI 
IN 

PA 

PI 
AI 

PRAI 

DT 

FS 



ANSWER 335 OF 391 US PAT FULL on STN 
2001:14622 US PAT FULL 
Peptide nucleic acid conjugates 
Wickstrom, Eric, Philadelphia, PA, United States 
Basu, Soumitra, New Haven, CT, United states 
Thomas Jefferson university, Philadelphia, PA, United states 
corporation) 

Bl 20010130 

19970107 (8) 
19960111 (60) 



(U.S. 



US 6180767 
US 1997-779072 
US 1996-9747P 
Utility 
Granted 



LN . CNT 1510 



INCL 



NCL 



IC 



INCLM : 
INCLS : 

nclm: 

NCLS: 



[7] 
ICM: 
ICS: 



536/022.100 

435/006.000; 536/023.100; 536/025.300; 536/025.310; 536/025.320; 

536/025.330; 536/025.340 

536/022.100 

435/006.000; 536/023.100; 536/025.300; 536/025.310; 536/025.320; 

536/025.330; 536/025.340 



C07H019-00 
C07H021-02; 
EXF 536/22.1; 536/23 
536/25.34; 435/6 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



C07H021-00; C07H021-04 
1; 536/25.3; 536/25.31; 



536/25.32; 536/25.33; 



L4 ANSWER 336 OF 391 US PAT FULL on STN 
AN 2001:14261 USPATFULL 

TI Antisense inhibition of tumor necrosis factor alpha converting enzyme 

(TACE) expression 
IN Flournoy, Shin Cheng, san Diego, CA, United states 

Bennett, c. Frank, Carlsbad, CA, United States 
PA Isis Pharmaceuticals inc., Carlsbad, CA, United States (U.S. 

corporation) 
PI US 6180403 Bl 20010130 

AI US 1999-429093 19991028 (9) 

DT Utility 



LN.CNT 1609 

INCL INCLM: 435/375.000 

INCLS: 435/366.000; 435/006.000; 435/091.100; 435/325.000; 536/023.100; 
536/024.310; 536/024.330; 536/024.500 
NCL NCLM : 435/375.000 

NCLS: 435/006.000; 435/091.100; 435/325.000; 435/366.000; 536/023.100; 
536/024.310; 536/024.330; 536/024.500 

IC [7] 

ICM: C07H021-04 

ICS: C12N015-00; C12Q001-68 
EXF 435/6; 435/91.1; 435/91.3; 435/375; 435/325; 536/23.1; 536/23.2; 

536/24.5; 536/24.3; 536/24.33; 536/24.31; 514/44 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 337 OF 391 US PAT FULL on STN 
AN 2001:8029 USPATFULL 

TI Neurotrophic peptides of activity dependent neurotrophic factor 

IN Brenneman, Douglas E., Damascus, MD, United States 

PA Ramot University Authority for Applied Research and Industrial 
Development, Ltd., Tel Aviv, Israel (non-U. S. corporation) 
The United states of America as represented by the Department of Health 
and Human Services, Washington, DC, United states (U.S. government) 

PI US 6174862 Bl 20010116 

AI US 1994-324297 19941017 (8) 

RLI continuation-in-part of Ser. No. US 1992-871973, filed on 22 Apr 1992, 
now patented, Pat. No. us 5767240 Continuation-in-part of Ser. No. US 
1991-688087, filed on 22 Apr 1991, now abandoned 

DT utility 

FS Granted 

LN.CNT 1591 

INCL INCLM: 514/015.000 

INCLS: 514/012.000; 514/013.000; 514/014.000; 530/326.000; 530/327.000; 
530/328.000; 530/324.000 
NCL NCLM : 514/015.000 

NCLS: 514/012.000; 514/013.000; 514/014.000; 530/324.000; 530/326.000; 
530/327.000; 530/328.000 

IC [7] 

ICM : A61K038-08 

ICS: A61K038-10; A61K038-17 
EXF 514/12-15; 530/324; 530/326-328 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 338 OF 391 USPATFULL on STN 
AN 2001:4717 USPATFULL 

TI Treatments for neurotoxicity in Alzheimer's disease caused by . 

***beta*** . ***amyloid*** peptides 
IN Ingram, Vernon M., Cambridge, MA, United states 

Blanchard, Barbara J , , Cambridge, MA, united states 
PA Massachusetts institute of Technology, Cambridge, MA, united states 

(U.S. corporation) 
PI US 6172043 Bl 20010109 

AI US 1998-5215 19980109 (9) 

RLI Continuation-in-part of Ser. No. US 1997-960188, filed on 29 Oct 1997, 

now abandoned 
PRAI US 1997-35847P 19970110 (60) 

DT Patent 
FS Granted 
LN.CNT 1822 

INCL INCLM: 514/017.000 

INCLS: 514/013.000; 514/014.000; 514/015.000; 514/016.000; 530/325.000; 
530/326.000; 530/327.000; 530/328.000; 530/329.000; 530/330.000 
NCL NCLM: 514/017.000 

NCLS: 514/013.000; 514/014.000; 514/015.000; 514/016.000; 530/325.000; 
530/326.000; 530/327.000; 530/328.000; 530/329.000; 530/330.000 

IC [7] 

ICM: A61K038-04 

ICS: C07K007-00 
EXF 530/325-330; 514/13-17 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 339 OF 391 USPATFULL on STN 
AN 2001:1790 USPATFULL 

TI Fluorine-substituted biphenyl butyric acids and their derivatives as 

inhibitors of matrix metalloproteinases 
IN Purchase, Jr., Claude Forsey, Ann Arbor, MI, United States 



PA 

PI 

AI 

PRAI 

DT 

FS 



Schielke, Gerald Paul, Ann Arbor, MI, United States 
Walker, Lary Craswell, Ann Arbor, MI, United States 
White, Andrew David, Pinckney, MI, United States 

Warner-Lambert, Morris Plains, NJ , united States (U.S. corporation) 



US 6169103 
US 1999-256714 
US 1998-76633P 
Utility 
Granted 



Bl 20010102 

19990224 (9) 
19980303 (60) 



LN.CNT 2031 



INCL 



NCL 



INCLM : 
INCLS: 

NCLM : 
NCLS: 



514/389.000 
514/389.000; 
548/494.000; 
514/389.000 
514/419.000; 
548/494.000; 



514/522.000; 514/419.000; 
548/319.500; 548/477.000; 



514/567.000; 
560/035.000; 



514/522.000; 
558/414.000; 



548/319.500; 
562/492.000 



558/414.000; 
562/492.000 

548/477.000; 



514/567.000; 
560/035.000; 

IC [7] 

ICM: A61K031-40 
ICS: A61K031-275; C07D209-48 
EXF 558/414; 548/319.5; 548/494; 548/477; 548/479; 562/440; 560/35; 514/425; 

514/522; 514/555; 514/389; 514/419; 514/417; 514/567 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 



IN 



PA 



PI 
AI 
PRAI 

DT 
FS 

LN.CNT 
INCL 



NCL 



ANSWER 340 OF 391 USPATFULL on STN 
2000:161048 USPATFULL 

N-(aryl/heteroaryl/alkyl acetyl) amino acid amides, pharmaceutical 
compositions comprising same, and methods for inhibiting . ***t> eta *** 
.- y '**amyloid*** peptide release and/or its synthesis by use of such 
compounds 

Wu, Jing, San Mateo, CA, United states 

Tung, Jay S., Belmont, CA, United states 

Nissen, Jeffrey S., Indianapolis, IN, United states 

Mabry, Thomas E., Indianapolis, IN, United states 

Latimer, Lee H., Oakland, CA, United States 

Eid, Clark N . , Cheshire, CT, United States 

Audia, James E., Indianapolis, IN, United States 

Elan Pharmaceuticals, Inc., South San Francisco, CA, United States (U.S. 
corporation) 

Eli Lilly & Company, Indianapolis, IN, United States (U.S. corporation) 



IC 



EXF 



US 6153652 
US 1997-976295 
US 1996-1551P 
US 1997-113671P 
Utility 
Granted 
3652 

514/619.000 
514/349.000; 
514/535.000; 
549/303.000; 
560/043.000; 
514/619.000 
514/349.000; 
514/535.000; 
549/303.000; 
560/043.000; 



INCLM 
INCLS 



NCLM 
NCLS 



[7] 
ICM: 
ICS: 
564/155 
549/304 
514/417 



20001128 
19971121 (8) 
19961122 (60) 
19970228 (60) 



514/352.000; 514/357.000; 

514/539.000; 546/309.000; 

549/304.000; 560/039.000; 

564/152.000; 564/155.000; 

514/352.000; 514/357.000 

514/539.000; 546/309.000 

549/304.000; 560/039.000 

564/152.000; 564/155.000 



514/417.000; 
548/471.000; 
560/041.000; 
564/158.000; 

514/417.000; 
548/471.000; 
560/041.000; 
564/158.000; 



514/470.000 
548/475.000 
560/042.000 
564/168.000 

514/470.000; 
548/475.000; 
560/042.000; 
564/168.000 



A01N037-18 

A01N037-12; A01N037-44; A61K031-165 

""; 564/158; 564/152; 564/168; 546/309; 548/471; 548/475; 549/303; 
; 560/39; 560/41; 560/42; 560/43; 514/349; 514/352; 514/357; 
; 514/470; 514/535; 514/539; 514/619 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 341 OF 391 USPATFULL on STN 

AN 2000:160799 USPATFULL 

TI Death domain containing receptors 

IN Yu, Guo-Liang, Darnestown, MD, United States 
Ni , Jian, Rockville, MD, United States 
Gentz, Reiner L., silver spring, MD, United states 
Dillon, Patrick J., Gaithersburg, MD, United states 

PA Human Genome sciences, inc., Rockville, MD, United States (U.S. 
corporation) 

PI US 6153402 20001128 

AI US 1997-815469 19970311 (8) 



DT 
FS 



US 1996-28711P 
US 1997-37341P 
Utility 
Granted 



19961017 (60) 
19970206 (60) 



LN.CNT 3364 

INCL INCLM: 435/069.100 

INCLS: 435/252.300; 435/320.100; 536/023.500 
NCL NCLM : 435/069.100 

NCLS: 435/252.300; 435/320.100; 536/023.500 
IC [7] 

ICM: C12N015-12 
EXF 435/69.1; 435/325; 435/252.3; 536/23.5; 530/350 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 342 OF 391 US PAT FULL on STN 
AN 2000:153855 USPATFULL 

TI Lactacystin analogs 

IN Fenteany, Gabriel, Cambridge, MA, United States 

Jamison, Timothy F., Cambridge, MA, United States 

Schreiber, Stuart L., Boston, MA, United States 

Standaert, Robert F. , Arlington, MA, United states 
PA President and Fellows of Harvard College, Cambridge, MA, United states 

(U.S . corporation) 
PI US 6147223 20001114 
AI US 1995-468408 19950606 (8) 

RLI Division of Ser. No. US 1995-421583, filed on 12 Apr 1995 
DT Utility 
FS Granted 
LN.CNT 2354 

INCL INCLM: 548/453.000 
NCL NCLM: 548/453.000 
IC [7] 

ICM: C07D491-044 
EXF 548/453; 540/203 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 343 OF 391 USPATFULL on STN 

AN 2000:121621 USPATFULL 

TI Presenilin-2 and mutations thereof 

IN St. George-Hyslop, Peter H., Toronto, Canada 

Rommens, Johanna M . , Toronto, Canada 

Fraser, Paul E., Toronto, Canada 
PA The Governing Council of the University of Toronto, Toronto, Canada 

(non-U .s. corporation) 

HSC Research and Development Limited Partnership, Toronto, Canada 

(non-U. s. corporation) 
PI US 6117978 20000912 
AI US 1998-124698 19980729 (9) 

RLI Division of ser. No. US 1997-967101, filed on 10 Nov 1997, now patented, 
Pat. No. US 5840540 which is a division of Ser. No. US 1996-592541, 
filed on 26 Jan 1996, now patented, Pat. No. us 5986054 which is a 
continuation-in-part of Ser. No. US 1995-509359, filed on 31 Jul 1995 
which is a continuation-in-part of ser. No. US 1995-496841, filed on 28 
Jun 1995 which is a continuation-in-part of Ser. No. us 1995-431048, 
filed on 28 Apr 1995 

DT Utility 

FS Granted 

LN.CNT 7847 

INCL INCLM : 530/350.000 
NCL NCLM: 530/350.000 
IC [7] 

ICM: C07K014-00 
EXF 530/350 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 344 OF 391 USPATFULL on STN 
AN 2000:121544 USPATFULL 

TI N-(aryl/heteroaryl acetyl) amino acid esters, pharmaceutical compositions 

comprising same, and methods for use 
IN wu, Jing, San Mateo, CA, united states 

Thorsett, Eugene D . , Moss Beach, CA, United States 

Nissen, Jeffrey s., Indianapolis, IN, United States 

Mabry, Thomas E., Indianapolis, IN, United states 

Latimer, Lee H., Oakland, CA, United states 

John, Varghese, San Francisco, CA, United States 



PA 



PI 
AI 
PRAI 

DT 
FS 

LN . CNT 
INCL 
NCL 
IC 



Audia, James E., Indianapolis, IN, united States 

Athena Neurosci ences , Inc., South san Francisco, CA, United States (U.S. 
corporation) 

Eli Lilly & Company, Indianapolis, IN, United States (U.S. corporation) 



EXF 
CAS 



US 6117901 
US 1997-976179 
US 1996-98551P 
US 1996-19790P 
Utility 
Granted 
3321 

INCLM: 514/513.000 
NCLM : 514/513.000 
[7] 

ICM: A61K031-16 
514/513 
INDEXING IS AVAILABLE 



20000912 
19971121 (8) 
19961122 (60) 
19960614 (60) 



FOR THIS PATENT. 



L4 
AN 
TI 



IN 



PA 



ANSWER 345 OF 391 USPATFULL on STN 
2000 : 98466 USPATFULL 

N-(aryl/heteroaryl) amino acid derivatives pharmaceutical compositions 
comprising same and methods for inhibiting . ***beta*** 

***amy~loid"** peptide release and/or its synthesis by use of such 
compounds 

Audia, James E. , Indianapolis, IN, United States 
Folmer, Beverly K., Newark, DE, United States 
John, Varghese, San Francisco, CA, United States 
Latimer, Lee H., Oakland, CA, united states 
Nissen, Jeffrey s., Indianapolis, IN, united States 
Porter, Warren J., Indianapolis, IN, United States 
Thorsett, Eugene D. , Moss Beach, CA, United States 
Wu, Jing, San Mateo, CA, united States 



PI 

AI 

PRAI 

DT 

FS 

LN . CNT 
INCL 



Athena Neurosciences , inc., South San 
corporation) 

Eli Lilly & Company, Indianapolis, IN, 



NCL 



IC 



EXF 
CAS 



Francisco, CA, 
United States 



US 6096782 
US 1997-976191 
US 1996-77175P 
Utility 
Granted 
3343 



20000801 
19971121 (8) 
19961122 (60) 



United States (U.S 
(U.S. corporation) 



514/506.000 
514/399.000; 
514/506.000 
514/399.000; 



548/335.500; 
548/335.500; 



560/041.000 
560/041.000 



INCLM 
INCLS 
NCLM : 
NCLS: 
[7] 

ICM: A01N037-20 

ICS: A01N043-50; C07C229-24; C07D233-61 
560/41; 514/506; 514/399; 548/335.5 
INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 
IN 



PA 



PI 



AI 



RLI 

DT 

FS 



ANSWER 346 OF 391 USPATFULL on STN 
2000 : 94696 USPATFULL 
Amyloid precursor protein protease 
Dixon, Eric P, Apex, NC, United States 
Johnstone, Edward M. , Indianapolis, IN, United States 
Little, sheila P., Indianapolis, IN, United States 
Eli Lilly and Company, Indianapolis, IN, United States (u. 
corporation) 

20000725 



US 6093397 
WO 9631122 19961010 
US 1997-930188 
WO 1996-US4294 



Continuation of Ser. 

abandoned 

Utility 

Granted 



19971002 
19960402 
19971002 
19971002 



(8) 

PCT 371 date 
PCT 102(e) date 



No. US 1995-416257, filed on 4 Apr 1995, now 



LN . CNT 1530 



INCL 



NCL 



INCLM: 
INCLS: 

NCLM: 
NCLS: 



424/094.640 

424/078.020; 424/094.620; 435/069.100; 435/212.000; 435/213.000; 

435/219.000; 435/226.000; 435/252.300; 435/320.100 
424/094.640 

424/078.020; 424/094.620; 435/069.100; 435/212.000; 435/213.000; 



IC [7] 

ICM: A61K038-48 

ICS: C12N009-48; C12N001-20; C07H021-04 
EXF 435/212; 435/213; 435/226; 435/219; 435/69.1; 435/252.3; 435/320.1; 

435/252.33; 536/23.2; 536/23.5; 424/78.02; 424/94.62; 424/94.64; 935/14; 

935/29; 935/32; 935/70; 935/73 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 
IN 



PA 
PI 

AI 



ANSWER 347 OF 391 USPATFULL on STN 
2000 : 91941 USPATFULL 

Serine proteases, their activity and their synthetic inhibitors 
Augustyns, Koen Dan Ludovicus, Minderhout, Belgium 
Vanhoof, Greta Constantia, Mortsel , Belgium 
Borloo, Marianne Jean Frieda, Deurne, Belgium 
De Meester, Ingrid Anna Dozef, wilrijk, Belgium 
Goossens, Filip Dozef Anny, Lokeren, Belgium 
Haemers, Achiel Dean-Marie, Gent, Belgium 
Hendriks, Dirk Frans, Aartselaar, Belgium 
Lambeir, Anne-Marie virginie Renee, Heverlee, Belgium 
Scharpe, Simon Lodewijk, wieze, Belgium 
FondaTech Benelux N.V., Belgium (non-U. S. corporation) 



US 6090786 
WO 9534538 19951221 
US 1997-750484 
WO 1995-EP2255 



EP 1994-201668 
EP 1994-203707 
Utility 
Granted 



20000718 

19970219 
19950609 
19970219 
19970219 
19940610 
19941220 



PRAI 

DT 

FS 

LN.CNT 1511 
INCL INCLM 

INCLS 
NCL NCLM : 

NCLS: 
IC [7] 

ICM : A61K038-05 

ICS: C07K005-078 

514/19; 514/20; 514/2; 530/330; 540/130 



(8) 

PCT 371 date 
PCT 102(e) date 



514/019.000 

514/020.000; 514/002.000; 
514/019.000 

514/002.000; 514/020.000; 530/330.000; 540/130.000 



530/330.000; 540/130.000 



EXF 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 
AN 
TI 
IN 



PA 



PI 
AI 
RLI 



DT 
FS 



ANSWER 348 OF 391 USPATFULL on STN 
2000 : 84054 USPATFULL 

Cloning and expression of . beta. APP-C100 receptor (C100-R) 
Manly, Susan P., Wallingford, CT, United states 
Kozlowski, Michael R. , Palo Alto, CA, United states 
Neve, Rachael L. , Belmont, MA, united states 

Bristol-Myers Squibb company, New York, NY, United states (U.S. 
corporation) 

McLean Hospital Corporation, Belmont, MA, United states (U.S. 
corporation) 

US 6083713 20000704 

US 1995-559397 19951115 (8) 

Continuation-in-part of Ser. No. US 1993-114555, filed on 30 Aug 1993, 

now patented, Pat. No. US 5854392 And a continuation-in-part of Ser. No. 

US 1992-938184, filed on 31 Aug 1992, now abandoned 

Utility 

Granted 



LN.CNT 3220 
INCL INCLM : 
INCLS: 



435/069.100 

435/069.700; 435/325.000; 435/252.300; 435/320.100; 536/023.100; 
536/023.400; 536/023.500 
NCLM: 435/069.100 

NCLS : 435/069.700; 435/252.300; 435/320.100; 435/325.000; 536/023.100; 
536/023.400; 536/023.500 

[7] 

ICM: C12N015-12 
ICS: C12N015-70; C12N015-85 

536/23.1; 536/23.4; 536/23.5; 435/69.1; 435/320.1; 435/325; 435/252.3; 
435/69.7 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



NCL 



IC 



EXF 



L4 ANSWER 349 OF 391 USPATFULL on STN 
AN 2000:77202 USPATFULL 



IN 



PA 



PI 
AI 
DT 
FS 



Der, charming, Chapel Hill, nc, United States 
o' Bryan, John, chapel Hill, nc, United States 
Pawson, Anthony, Toronto, Canada 

Mount sinai Hospital Corporation, Toronto, Canada (non-U. s. corporation) 
University of North Carolina at Chapel Hill, NC, United states (U.S. 
corporation) 



US 6077686 
US 1997-807342 
Utility 
Granted 



20000620 
19970228 



(8) 



LN.CNT 2849 



INCL 



NCL 



IC 



EXF 



435/069.100 

435/325.000; 435/320.100; 435/252.100 
435/069.100 

435/252.100; 435/320.100; 435/325.000 



INCLM: 

INCLS: 
NCLM : 

ncls: 
[7] 

ICM: C12P021-06 

ICS: C12N001-12; C12N015-00; C12N005-00 

435/69.1; 435/252.3; 435/320.1; 435/325; 435/252.1; 530/350; 536/23.5 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 350 OF 391 USPATFULL on STN 
AN 2000:37839 USPATFULL 

TI Tyramine compounds and their neuronal effects 

IN Giulian, Dana J., Houston, TX, united states 

PA Baylor College of Medicine, Houston, TX, United States (U.S. 

corporation) 
PI US 6043283 20000328 
AI US 1997-870967 19970606 (8) 

RLI Continuation-in-part of Ser. No. us 1996-717551, filed on 20 Sep 1996 
DT Utility 
FS Granted 
LN.CNT 3153 

INCL INCLM: 514/617.000 
NCL NCLM: 514/617.000 
IC [71 

ICM : A61K031-165 
EXF 514/152; 514/617 



***Amyloid*** 



L4 ANSWER 351 OF 391 USPATFULL on STN 
AN 2000:31594 USPATFULL 

TI Transgenic mouse expressing an . ***beta*** 
transgene 

IN Sato, Masahiro, Kawagoe, Japan 

Kobayashi, Takashi , Fukuoka, Japan 
Tada, Norihiro, Kawagoe, Japan 
Shoji , Mikio, Gunma-qun, Japan 
Kawarabayashi , Takeshi , Maebashi , Japan 

Hoechst Japan Limited, Tokyo, Japan (non-U. s. corporation) 



20000314 
19941114 
19931112 



(8) 



PA 

PI US 6037521 
AI US 1994-339708 
PRAI JP 1993-306026 
DT Utility 
FS Granted 
LN.CNT 1316 

INCL INCLM: 800/018.000 

INCLS: 800/009.000; 800/012.000; 
NCL NCLM: 800/018.000 

NCLS: 424/009.100; 424/009.200; 
IC [7] 

ICM: A01K067-00 

ICS: A01K067-027 

800/2; 435/172.3; 424/9; 424/9.1; 424/9.2 



800/003.000; 424/009.100; 424/009.200 
800/003.000; 800/009.000; 800/012.000 
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ANSWER 352 OF 391 USPATFULL on STN 
2000:28107 USPATFULL 
.beta. -sheet nucleating pepti domimetics 



Kelly, Jeffery 
States 77840 
US 6034211 
US 1996-664379 
US 1996-18925P 
Utility 
Granted 



W. f 213 Chimney Hill cir., College Station, TX, united 

20000307 
19960614 (8) 
19960603 (60) 



INCL INCLM: 530/317.000 

INCLS: 546/101.000 
NCL NCLM: 530/317.000 

NCLS: 546/101.000 
IC [7] 

ICM: C07K005-00 
EXF 548/427; 546/101; 514/323-328; 530/317 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 353 OF 391 USPATFULL on STN 
2000 : 12606 USPATFULL 

Method for identifying substances that affect the interaction of a 
presenilin-l-interactmg protein with a mammalian presenilin-1 protein 
St. George-Hyslop, Peter H . , Toronto, Canada 
Rommens, Johanna M. , Toronto, Canada 
Fraser, Paul E . , Toronto, Canada 

Research and Development Limited Partnership, Toronto, Canada (non-U. S. 
corporation) 

US 6020143 20000201 
US 1997-888077 19970703 (8) 



Continuation-in-part of Ser. 



US 1996-21673P 
US 1996-21700P 
US 1996-29895P 
US 1997-34590P 
Utility 
Granted 



19960705 
19960712 
19961108 
19970102 



No. US 1996-592541, filed on 26 Jan 1996 
(60) 
(60) 
(60) 
(60) 



LN.CNT 7847 



435/007.100 
530/350.000 
435/007.100 
530/350.000 



INCL INCLM 
INCLS 
NCL NCLM : 
NCLS: 
IC [6] 

ICM: C12Q001-00 
ICS: C07K014-00 
EXF 435/7.1; 530/350 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 354 OF 391 USPATFULL on STN 
2000 : 12437 USPATFULL 
SPE-4 peptides 

L'Hernault, Steven w. , Atlanta, GA, United States 
Emory University, Atlanta, GA, United states (U.S. 



US 6019974 
US 1997-788231 
US 1996-10672P 
Utility 
Granted 



20000201 
19970124 (8) 
19960126 (60) 



corporation) 



LN.CNT 1297 
INCL INCLM: 
INCLS: 



424/191.100 

424/185.100; 424/184.100; 424/192.100; 424/193.100; 424/194.100; 

530/300.000; 530/350.000; 530/326.000; 530/327.000; 530/387.100 
NCL NCLM: 424/191.100 

NCLS: 424/184.100; 424/185.100; 424/192.100; 424/193.100; 424/194.100; 

530/300.000; 530/326.000; 530/327.000; 530/350.000; 530/387.100 

IC [6] 

ICM: C07K007-00 
ICS: A61K039-00 

EXF 530/300; 530/350; 530/326; 530/327; 530/387.1; 424/184.1; 424/185.1; 

424/192.1; 424/193.1; 424/194.1; 424/191.1 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 355 OF 391 USPATFULL on STN 
1999 : 146753 USPATFULL 

Genetic sequences and proteins related to alzheimer's disease 
St. George-Hyslop, Peter H., Toronto, Canada 
Rommens, Johanna M., Toronto, Canada 
Fraser, Paul E. , Toronto, Canada 

The Hospital for sick children, HSC Research and Development Limited 
partnership, Canada (non-U. s. corporation) 

The Governing council of the University of Toronto, Canada (non-U. s. 
corporation) 

US 5986054 19991116 

US 1996-592541 19960126 (8) 

Continuation-in-part of ser. No. us 1995-509359, filed on 31 Jul 1995 



Jun 1995 which is a continuation-in-part of Ser. 

filed on 28 Apr 1995 
DT Utility 
FS Granted 
LN.CNT 7292 

530/350.000 
INCLS: 435/069.100 
NCLM : 530/350.000 
435/069.100 



No. US 1995-431048, 



INCL INCLM: 



NCL 



IC 



NCLS: 
[6] 
icm: 
ICS: 



C07K014-00 
C12P021-06 



EXF 530/350; 435/69.1 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 356 OF 391 USPATFULL on STN 
AN 1999:141615 USPATFULL 

TI Diagnostic assay for Alzheimer's disease based on the proteolysis of th 

amyloid precursor protein 
IN Tamburini, Paul P., Kensington, CT, United States 
Dreyer, Robert N., Wallingford, ct, united States 
Bausch, Kathryn M. f West Haven, CT, United States 
PA Bayer Corporation, West Haven, CT, United States (U.S. corporation) 
PI US 5981208 19991109 
AI US 1994-319339 19941006 (8) 

RLI Continuation of ser. no. us 1993-156516, 
abandoned which is a continuation of Ser 
Apr 1992, now abandoned 
utility 
Granted 
901 

435/023.000 

435/007.100; 436/518.000; 436/811.000 
435/023.000 

435/007.100; 436/518.000; 436/811.000 



filed on 2 3 Nov 1993, now 
No. us 1992-865167, filed on 
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INCLS 
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NCLS: 
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ICM: G01N033-53 

435/7.1; 435/7.9; 435/7.92; 435/7.93; 435/7.94; 435/7.95; 435/23; 
435/24; 435/975; 435/4; 436/501; 436/518; 436/528; 436/531; 436/811; 
530/350 

INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 357 OF 391 USPATFULL on STN 
1999 : 141575 USPATFULL 

Method and composition for modulating amyloidosis 
Reiner, Peter B., Vancouver, Canada 
Connop, Bruce P., Vancouver, Canada 

The University of British Columbia, Vancouver, Canada (non-U. 
corporation) 

19991109 
19980515 (9) 



NCL 
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EXF 



CAS 



US 5981168 
US 1998-80141 
Utility 
Granted 
1184 



NCLM: 
NCLS: 



514/639.000; 
514/310.000; 

514/255.060; 
514/638.000; 



514/638.000; 
514/255.000 



514/600.000; 514/601.000; 



INCLM: 435/004.000 
INCLS: 435/029.000; 
514/395.000; 
435/004.000 
435/029.000; 
514/601.000; 

[6] 

ICM: C12Q001-00 

435/4; 435/29; 514/639; 514/638; 514/600; 514/601; 514/395; 514/310; 
514/255 

INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 358 OF 391 USPATFULL on STN 
1999 : 132768 USPATFULL 

Method for the treatment of neurodegenerative diseases by administering 
VIP, an analogue, fragment or a conjugate thereof 
Gozes , 111 ana, Ramat Hasharon, Israel 
Fridkin, Matityahu, Rehovot, Israel 

Yeda Research and Development Co. Ltd., Rehovot, Israel (non-U. S. 
corporation) 

Ramot university Authority for Applied Research and Industrial 



PI US 5972883 19991026 

AI us 1995-413708 19950330 (8) 

RLI Continuation-in-part of Ser. No. US 1994-207671, filed on 9 Mar 1994, 

now abandoned 
PRAI il 1993-10S061 19930316 
DT Utility 
FS Granted 
LN.CNT 1190 

INCL INCLM: 514/012.000 

INCLS: 530/324.000 
NCL NCLM : 514/012.000 

NCLS: 530/324.000 
IC [6] 

ICM: A61K038-00 
EXF 514/12; 514/879; 530/324; 530/327; 530/328 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 359 OF 391 USPATFULL on STN 
AN 1999:132524 USPATFULL 

TI Diagnostic assay for Alzheimer's disease: assessment of A. beta. 

abnormal i ti es 
IN Tanzi , Rudolph E., Canton, MA, united States 

Bush, Ashley I., Somerville, MA, United States 

Moir, Robert D . , Boston, MA, United States 
PA The General Hospital corporation, Boston, MA, united states (U.S. 

corporation) 
PI US 5972634 19991026 

WO 9612544 19960502 
AI US 1997-817423 19970804 (8) 

WO 1994-US11895 19941019 

19970804 PCT 371 date 
19970804 PCT 102(e) date 

DT Utility 
FS Granted 
LN.CNT 2476 

INCL INCLM : 43S/007.940 

INCLS: 43S/007.100; 435/007.900; 435/007.920; 435/007.950; 435/975.000; 
436/525.000; 436/164.000; 436/172.000 
NCL NCLM: 435/007.940 

NCLS: 435/007.100; 435/007.900; 435/007.920; 435/007.950; 435/975.000; 
436/164.000; 436/172.000; 436/525.000 

IC [6] 

ICM: G01N033-53 

EXF 435/7.1; 435/7.92; 435/7.94; 435/7.95; 435/975; 435/7.9; 436/525; 

436/164; 436/172; 436/63 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 360 OF 391 USPATFULL on STN 
AN 1999:124950 USPATFULL 

TI N-(aryl/heteroaryl) amino acid esters, pharmaceutical compositions 
comprising same, and methods for inhibiting . ***beta*** 

***amyloid*** peptide release and/or its synthesis by use of such 
compounds 

IN Audia, James E., Indianapolis, IN, United states 

Folmer, Beverly K., Newark, DE, United states 

John, varghese, San Francisco, CA, United states 

Latimer, Lee H., Oakland, CA, United states 

Nissen, Jeffrey s., Indianapolis, IN, United states 

Reel, jon k. , carmel , IN, United states 

Thorsett, Eugene D., Moss Beach, CA, united states 

Whitesitt, celia A., Greenwood, IN, United states 
PA Athena Neurosciences , Inc., United states (U.S. corporation) 
PI US 5965614 19991012 
AI US 1997-975977 19971121 (8) 

PRAI US 1996-104593P 19961122 (60) 
DT Utility 
FS Granted 
LN.CNT 2939 

INCL INCLM: 514/538.000 

INCLS: 514/508.000; 560/043.000; 560/035.000 
NCL NCLM: 514/538.000 

NCLS: 514/508.000; 560/035.000; 560/043.000 
IC [6] 

ICM: A01N037-12 

ICS: A01N037-52; C07C229-28 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 361 OF 391 USPATFULL on STN 
AN 1999:113631 USPATFULL 

Tl Stable macroscopic membranes formed by self-assembly of amphiphilic 

peptides and uses therefor 
IN Holmes, Todd, Somerville, MA, United states 

Zhang, Shuguang, Cambridge, MA, United States 

Rich, Alexander, Cambridge, MA, United States 

DiPersio, C. Michael, Norton, MA, United States 

Lockshin, Curtis, Lexington, MA, United States 
PA Massachusetts Institute of Technology, Cambridge, MA, United States 

(U.S. corporation) 
PI US 5955343 19990921 
AI US 1994-293284 19940822 (8) 

RLI Continuation-in-part of Ser. No. US 1992-973326, filed on 28 Dec 1992, 

now abandoned 
DT Utility 
FS Granted 
LN.CNT 2516 

INCL INCLM: 435/240.100 

INCLS: 435/240.200; 435/240.230; 435/240.241 
NCL NCLM : 435/325.000 

NCLS: 435/378.000; 435/395.000; 435/401.000 
IC [6] 

ICM: C12N005-02 
EXF 435/240.1; 435/240.2; 435/240.23; 435/240.241 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 362 OF 391 USPATFULL on STN 
AN 1999:106439 USPATFULL 

TI Peptides and pharmaceutical compositions thereof for treatment of 

disorders or diseases associated with abnormal protein folding into 

amyloid or amyloid-like deposits 
IN Soto-Jara, Claudio, New York, NY, United States 

Baumann, Marc H., Helsinski, Finland 

Frangione, Bias, New York, NY, United states 
PA New York University, New York, NY, United states (U.S. corporation) 
PI US 5948763 19990907 
AI US 1996-630645 19960410 (8) 

RLI Continuation-in-part of Ser. No. US 1995-478326, filed on 6 Dun 1995 
DT Utility 
FS Granted 
LN.CNT 1306 

INCL INCLM: 514/014.000 

INCLS: 514/015.000; 514/016.000; 514/017.000; 514/018.000 
NCL NCLM: 514/014.000 

NCLS : 514/015.000; 514/016.000; 514/017.000; 514/018.000 
ic [6] 

ICM: A61K038-00 

EXF 514/2; 514/14; 514/15; 514/16; 514/17; 514/18; 530/300; 530/326; 

530/327; 530/328; 530/329; 530/330; 530/331 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 363 OF 391 USPATFULL on STN 

AN 1999:85236 USPATFULL 

TI Kit for detecting Alzheimer's disease 

IN Nixon, Ralph A., Arlington, MA, United States 

Saito, Ken-Ichi , Yokahama, Japan 
PA The McLean Hospital Corporation, Belmont, MA, United states (U.S. 

corporation) 
PI US 5928885 19990727 
AI US 1996-681375 19960723 (8) 

RLI Continuation of ser. No. US 1994-184603, filed on 24 Jan 1994, now 

patented, Pat. No. us 5624807 which is a continuation of ser. No. us 
1993-95319, filed on 22 Jul 1993, now abandoned which is a 
continuation-in-part of Ser. No. us 1992-925594, filed on 22 Jul 1992, 
now abandoned 

DT utility 

FS Granted 

LN.CNT 1112 

INCL INCLM : 435/007.400 

INCLS: 435/967.000; 435/975.000; 436/518.000; 530/387.100; 530/388.100; 
530/388.260 
NCL NCLM: 435/007.400 



530/388.260 

IC [6] 

ICM: G01N033-573 

ICS: C07K016-00; C12P021-08 
EXF 435/975; 435/7.1; 435/7.4; 435/7.92; 435/7.93; 435/7.94; 435/7.95; 

435/967; 436/518; 436/524; 436/528; 436/530; 436/531; 530/357.1; 

530/388.1; 530/388.26 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 364 OF 391 US PAT FULL on STN 
AN 1999:67429 USPATFULL 

TI Transgenic non- ***human*** mice displaying the amyloid-forming 

pathology of alzheimer's disease 
IN Cordell, Barbara, Palo Alto, CA, united States 
PA scios inc., Mountain View, CA, United states (U.S. corporation) 
PI US 5912410 19990615 
AI US 1995-422333 19950413 (8) 

RLI Continuation of Ser. No. US 1994-327381, filed on 21 Oct 1994, now 

abandoned which is a continuation-in-part of Ser. No. US 1991-716725, 
filed on 17 Jun 1991, now patented, Pat. No. US 5387742 which is a 
continuation-in-part of Ser. No. US 1990-538857, filed on 15 Jun 1990, 
now abandoned 

DT Utility 

FS Granted 

LN.CNT 2702 

INCL INCLM: 800/002.000 

INCLS: 800/DIG.001; 424/009.200; 935/062.000 
NCL NCLM: 800/012.000 

NCLS: 424/009.200 
IC [6] 

ICM : C12N015-00 

ICS: C12N005-00; A61K049-00 
EXF 800/2; 800/DIG.1; 935/62; 424/9.2 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 365 OF 391 USPATFULL on STN 
1999:27476 USPATFULL 
APP770 mutant in alzheimer's disease 
Hardy, John Anthony, Tampa, FL, United States 
Chartier-Harlin, Marie-Christine, villeneuve d'Ascq, 
Goate, Alison Mary, Michael, MO, united States 
Owen, Michael John, South Glamorgan, Scotland 
Mullan, Michael John, Tampa, FL, united states 

Imperial College of Science, Technology of Medicine, London, England 
(non-U. S. corporation) 

19990302 



US 5877015 
WO 9213069 19920806 
US 1992-104165 
WO 1992-GB123 



GB 1991-1307 
GB 1991-18445 
utility 
Granted 
1734 



19920121 (8) 
19920121 
19940121 PCT 
19940121 PCT 
19910121 
19910828 



371 date 
102(e) date 



INCLM: 435/325.000 
INCLS : 435/252.300; 536/023.500 
NCLM: 435/325.000 
NCLS: 435/252.300; 536/023.500 
[6] 

ICM: C12N005-10 

ICS: C12N001-21; C07H021-04 

435/29; 435/240.1; 435/252.3; 435/6; 435/325; 536/23.5 
INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 366 OF 391 USPATFULL on STN 
AN 1998:162469 USPATFULL 

TI A. beta, peptides that modulate . ***beta*** .- ***amyloid*** 
aggregation 

IN Fmdeis, Mark A., Cambridge, MA, United States 
Benjamin, Howard, Lexington, MA, United States 
Garnick, Marc B . , BrookTine, MA, United States 
Gefter, Malcolm L., Lincoln, MA, united states 
Hundal , Arvind, Brighton, ma, united states 
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Musso, Gary, Hopkinton, MA, United states 
Signer, Ethan R. , Cambridge, MA, United states 
Wakefield, James, Brook! ine, MA, United States 
Reed, Michael, Marietta, GA, United States 
Molineaux, Susan, Brookline, MA, united states 
Kubasek, William, Belmont, MA, United States 
Chin, Joseph, Salem, MA, United states 
Lee, Jung-Ja, Wayland, MA, United states 
Kelley, Michael, Arlington, MA, United States 

Praecis Pharmaceuticals, Inc., Cambridge, MA, United States (U.S. 
corporation) 

US 5854204 19981229 

US 1996-612785 19960314 (8) 

Continuation-in-part of Ser. No. US 1995-404831, filed on 14 Mar 1995 
And a continuation-in-part of Ser. No. US 1995-475579, filed on 7 Jun 
1995 And a continuation-in-part of Ser. No. US 1995-548998, filed on 27 
Oct 1995 



NCL 
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ICS : C07K007-08 
514/14; 514/12; 514/2; 
INDEXING IS AVAILABLE FOR 



514/002.000 
514/012.000; 
514/002.000 
514/012.000; 



514/014.000; 530/324.000; 530/326.000 
514/014.000; 530/324.000; 530/326.000 



530/300; 530/324; 530/326; 930/10 
THIS PATENT. 
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ANSWER 367 OF 391 US PAT FULL on STN 
1998 : 157207 US PAT FULL 

Diagnostic assays for Alzheimer's disease 
Nixon, Ralph, Arlington, MA, United states 
Honda, Toshiyuki, Yokohama, Japan 

The McLean Hospital Corporation, Belmont, MA, United states (U.S. 
corporation) 

US 5849600 19981215 
US 1993-149975 19931110 (8) 

Utility 
Granted 
960 

436/518.000 

436/528.000; 436/529.000; 436/530.000; 436/161.000; 436/811.000 
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INCLS: 
NCLM: 
NCLS: 
[61 



ICM: G01N033-544 

EXF 435/7.1; 435/975; 436/518; 436/530; 436/547; 436/524; 436/528; 436/529; 

436/811; 436/161; 530/350; 530/387.1; 530/387.9; 530/389.1 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 368 OF 391 USPATFULL on STN 
1998 : 147262 USPATFULL 
Nucleic acids encoding presenilin II 
St. George-Hyslop, Peter H., Toronto, Canada 
Rommens, Johanna M., Toronto, Canada 
Fraser, Paul E., Toronto, Canada 

The Hospital for sick children, Canada (non-U. s. corporation) 

HSC Research and Development Limited Partnership, Canada (non-U. S. 

corporation) 

US 5840540 19981124 

US 1997-967101 19971110 (8) 

Division of Ser. No. us 1996-592541, filed on 26 Jan 1996 which is a 
continuation-in-part of Ser. No. us 1995-509359, filed on 31 Jul 1995 
which is a continuation-in-part of Ser. No. US 1995-496841, filed on 28 
Jun 1995 which is a continuation-in-part of Ser. No. US 1995-431048, 
filed on 28 Apr 1995 
utility 
Granted 



LN . CNT 6709 
INCL INCLM: 
INCLS: 
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435/069.100 
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536/024.300 
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ICM: C12P021-06 

ICS: C07H017-00; C07K014-00 
EXF 435/69.1; 435/320.1; 435/252.3; 435/325; 536/23.1; 536/24.3; 530/350 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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ANSWER 369 OF 391 USPATFULL on STN 
1998:143904 USPATFULL 

Directed evolution of novel binding proteins 
Ladner, Robert Charles, Ijamsville, MD, United States 
Gutterman, Sonia Kosow, Belmont, MA, United States 
Roberts, Bruce Lindsay, Milford, MA, United States 
Markland, William, Milford, MA, United states 
Ley, Arthur Charles, Newton, MA, United states 
Kent, Rachel Baribault, Boxborough, MA, united States 

Cambridge, MA, United States (U.S. corporation) 
19981117 
19950403 (8) 
US 1993-9319, filed on 26 Jan 1993, now 
US 5403484 which is a division of Ser. No. US 
on 1 Mar 1991, now patented, Pat. No. US 5223409 

in-part of Ser. No. US 1990-487063, filed on 2 
which is a continuation-in-part of Ser. No. US 
Sep 1988, now abandoned 



No. 



Dyax, Corp 
US 5837500 
US 1995-415922 
Continuation of ser 
patented, Pat. No. 
1991-664989, filed 
which is a continuation 
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1988-240160, filed on 2 
Utility 
Granted 
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INCLM : 435/069.700 
INCLS: 435/172.300; 530/350.000; 
NCLM : 435/069.700 
NCLS: 435/091.100; 435/091.200; 

536/023.400 
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ICM : C12N015-62 
ICS: C07K019-00 

435/69.7; 435/172.3; 530/350; 530/412; 
INDEXING IS AVAILABLE FOR THIS PATENT. 



530/412.000; 
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536/023.400 

530/350.000; 530/412.000; 
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Soluble form of PrP.sup.sc which is insoluble in native form 
Prusiner, Stanley B., San Francisco, CA, United states 
Cohen, Fred E., San Francisco, CA, United States 
Muramoto, Tamaki , San Francisco, CA, United states 

The Regents of the University of California, Oakland, CA, United states 
(u.s . corporation) 
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530/350.000 

530/356.000; 435/006.000; 435/007.100; 435/002.300; 435/072.300; 

435/236.000 

530/350.000 

435/006.000; 435/007.100; 435/023.000; 435/236.000; 530/356.000 



C07K001-00 
ICS: C07K014-00; C07K016-00; C07K017-00 

530/350; 530/356; 435/236; 435/23; 435/6; 435/7.1; 435/172.3 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 371 OF 391 USPATFULL on STN 
AN 1998:98980 USPATFULL 

TI Amyloid precursor protein in alzheimer's disease 
IN Mullan, Michael Dohn, Tampa, FL, United states 

PA Alzheimer's institute of America, Prairie Village, ks, United states 

(U.S. corporation) 
PI US 5795963 19980818 
AI US 1997-815637 19970313 (8) 

RLI Continuation of Ser. No. US 1995-487118, filed on 7 Jun 1995, now 

abandoned which is a division of Ser. No. us 1993-94547, filed on 19 Feb 
1993, now abandoned which is a continuation of Ser. No. US 1992-894211, 
filed on 4 Dun 1992, now patented, Pat. No. us 5455169, issued on 3 Oct 



DT Utility 
FS Granted 
LN.CNT 1053 

INCL INCLM: 530/350.000 
NCL NCLM: 530/350.000 
IC [6] 

ICM: C07K001-00 
EXF 530/350 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 372 OF 391 USPATFULL on STN 
AN 1998 : 88671 USPATFULL 

TI Monoclonal ***antibody*** 369.2B specific for .beta. A4 peptide 
IN Konig, Gerhard, Branford, CT, United states 

Graham, Paul, New Haven, CT, United states 
PA Bayer Corporation, Pittsburgh, PA, United states (U.S. corporation) 
PI US 5786180 19980728 
AI US 1995-388463 19950214 (8) 

DT Utility 
FS Granted 
LN.CNT 926 

INCL INCLM : 435/070.210 

INCLS: 435/331.000; 436/547.000; 436/548.000; 530/327.000; 530/387.900; 
530/388.100; 530/389.100 
NCL NCLM: 435/070.210 

NCLS: 435/331.000; 436/547.000; 436/548.000; 530/327.000; 530/387.900; 
530/388.100; 530/389.100 

IC [6] 

ICM: A61K039-395 

EXF 435/70.21; 435/240.27; 435/70.2; 435/326; 435/331; 530/388.1; 530/388.2; 

530/327; 530/387.9; 530/389.1; 436/548; 436/547; 424/184.1; 424/185.1; 

424/193.1; 424/194.1 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 373 OF 391 USPATFULL on STN 
AN 1998 : 58182 USPATFULL 

TI Lactacystin analogs 

IN Fenteany, Gabriel, Cambridge, MA, United States 

Jamison, Timothy F. , Cambridge, MA, United states 

Schreiber, Stuart L., Boston, MA, United states 

standaert, Robert F., Arlington, MA, United states 
PA President and Fellows of Harvard College, Cambridge, MA, United States 

(U.S. corporation) 
PI US 5756764 19980526 
AI US 1995-466468 19950606 (8) 

RLI Division of Ser. No. US 1995-421583, filed on 12 Apr 1995 
DT Utility 
FS Granted 
LN.CNT 2392 

INCL INCLM : 548/541.000 

INCLS : 548/512.000; 548/543.000; 548/557.000 
NCL NCLM : 548/541.000 

NCLS: 548/512.000; 548/543.000; 548/557.000 
IC [6] 

ICM: C07D207-12 

ICS: C07D207-10; C07D207-08 
EXF 548/543; 548/512; 548/557; 548/541 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 374 OF 391 USPATFULL on STN 
AN 1998:30992 USPATFULL 

TI Method for treating Alzheimer's disease using glial line-derived 

neurotrophic factor (GDNF) protein product 
IN Williams, Lawrence R., Thousand Oaks, CA, United states 
PA Amgen Inc., Thousand oaks, CA, United states (U.S. corporation) 
PI US 5731284 19980324 
AI US 1995-535682 19950928 (8) 

DT Utility 
FS Granted 
LN.CNT 1677 

INCL INCLM: 514/008.000 

INCLS: 514/021.000 
NCL NCLM: 514/008.000 

NCLS: 514/021.000 
IC [6] 



ICS: A61K047-00; A61K031-685; A61K038-00 
EXF 514/8; 514/21 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 375 OF 391 US PAT FULL on STN 
AN 1998:28190 US PAT FULL 

TI ***Anti bodies *** directed against elk ligand 

IN Lyman, Stewart, Seattle, WA, United States 

Beckmann, M. Patricia, Poulsbo, WA, United states 

Baum, Peter R. f Seattle, WA, United states 
PA Immunex corporation, Seattle, WA, United states (U.S. corporation) 
PI US 5728813 19980317 
AI US 1996-747240 19961112 (8) 

RLI Division of Ser. No. US 1995-460741, filed on 2 Jun 1995, now patented, 
Pat. No. us 5670625 which is a division of Ser. No. US 1994-213403, 
filed on 15 Mar 1994, now patented, Pat. No. US 5512457 which is a 
continuation-in-part of Ser. No. US 1992-977693, filed on 13 Nov 1992, 
now abandoned 

DT Utility 

FS Granted 

LN.CNT 1717 

INCL INCLM : 530/387.900 

INCLS: 530/388.230; 424/139.100 
NCL NCLM : 530/387.900 

NCLS: 424/139.100; 530/388.230 
IC [6] 

ICM: C07K016-24 

EXF 530/387.9; 530/388.23; 530/350; 435/69.1; 435/325; 435/331; 435/335; 
424/139.1 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 376 OF 391 USPATFULL on STN 
AN 1998:19582 USPATFULL 

TI in Vitro method for screening . ***beta*** ***amy1oid*** 
deposition 

IN Maggio, Dohn E., Brookline, MA, united states 

Mantyh, Patrick w., Edina, MN, United states 
PA Regents of the University of Minnesota, Minneapolis, MN, United states 

(U.S . corporation) 

President and Fellows of Harvard college, Boston, MA, United States 

(U.S . corporation) 
PI US 5721106 19980224 
AI US 1994-304585 19940912 (8) 

RLI Continuation-in-part of Ser. No. US 1991-744767, filed on 13 Aug 1991, 

now patented, Pat. No. US 5434050 
DT Utility 
FS Granted 
LN.CNT 1977 

INCL INCLM: 435/007.800 

INCLS: 435/007.100; 435/007.900; 436/501.000; 436/504.000 
NCL NCLM: 435/007.800 

NCLS: 435/007.100; 435/007.900; 436/501.000; 436/504.000 
IC [6] 

ICM: G01N033-53 

EXF 435/4; 435/7.1; 435/7.21; 435/7.8; 435/7.9; 436/501; 436/86; 436/504 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 377 OF 391 USPATFULL on STN 
AN 97:123343 USPATFULL 

TI Amyloid precursor proteins and method of using same to assess agents 
which down- regulate formation of . ***beta*** .- ***amyloid*** 
peptide 

IN Vitek, Michael Peter, East Norwich, NY, United states 

Jacobsen, Jack Steven, Ramsey, H3 , United states 
PA American Cyanamid Company, Madison, N3 , United states (U.S. corporation) 
PI US 5703209 19971230 
AI us 1995-464248 19950605 (8) 

RLI Division of Ser. No. us 1993-123659, filed on 20 Sep 1993 which is a 
continuation-in-part of Ser. No. US 1992-877675, filed on 1 May 1992, 
now abandoned 

DT utility 

FS Granted 

LN.CNT 1937 

INCL INCLM : 530/350.000 

INCLS: 530/539.000; 514/012.000; 435/069.100; 435/172.300 



NCLS: 435/069.100; 530/839.000 
IC [6] 

ICM: C07K014-435 

ICS: C07K014-47; C12N015-12 
EXF 435/69.1; 435/172.3; 514/2; 514/12; 530/350; 530/839 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 378 OF 391 US PAT FULL on STN 
AN 97:112 579 US PAT FULL 

TI Method of isolating .beta.A4 peptide species ending at carboxy-terminal s 
residue 42 using monoclonal ***anti body*** 369. 2B 

IN Konig, Gerhard, Branford, CT, United states 
Graham, Paul, New Haven, CT, United States 

PA Bayer Corporation, West Haven, CT, United states (U.S. corporation) 

PI US 5693753 19971202 

AI US 1995-472627 19950607 (8) 

RLI Division of Ser. No. US 1995-388463, filed on 14 Feb 1995 
DT Utility 
FS Granted 
LN.CNT 924 

INCL INCLM: 530/344.000 

INCLS: 530/412.000; 530/413.000 
NCL NCLM: 530/344.000 

NCLS: 530/412.000; 530/413.000 
IC [6] 

ICM: CO7K001-22 

EXF 530/387.9; 530/388.1; 530/389.1; 530/391.1; 530/391.3; 530/391.5; 

530/391.9; 530/344; 530/412; 530/413 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 379 OF 391 US PAT FULL on STN 
AN 97:96730 USPATFULL 

TI Methods of detecting .beta.A4 peptide species ending at carboxy-termi nus 
residue 42 using monoclonal ***antibody*** 369. 2B 

IN Konig, Gerhard, Branford, CT, United States 
Graham, Paul, New Haven, CT, United States 

PA Bayer Corporation, West Haven, CT, United States (U.S. corporation) 

PI US 5679531 19971021 

AI US 1995-484969 19950607 (8) 

RLI Division of Ser. No. US 1995-388463, filed on 14 Feb 1995 
DT Utility 
FS Granted 
LN.CNT 932 

INCL INCLM: 435/007.100 

INCLS: 435/007.920; 435/007.950; 435/040.500; 435/040.520; 530/387.900; 
530/388.100 
NCL NCLM: 435/007.100 

' NCLS: 435/007.920; 435/007.950; 435/040.500; 435/040.520; 530/387.900; 
530/388.100 

IC [6] 

ICM: G01N033-53 
ICS: C07K016-18 

EXF 435/70.21; 435/240.27; 435/387.9; 435/7.1; 435/7.21; 435/7.9; 435/40.52; 

435/40.5; 435/7.92; 435/7.95; 530/388.1; 530/358.2; 530/327; 436/548; 

424/184.1; 424/185.1; 424/193.1; 424/194.1 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 380 OF 391 USPATFULL on STN 

AN 97:86731 USPATFULL 

TI Elk ligand fusion proteins 

IN Lyman, Stewart, Seattle, WA, United States 

Beckmann, M. Patricia, Poulsbo, WA, United States 

Baum, Peter R., Seattle, WA, United States 
PA immunex Corporation, Seattle, WA, United states (U.S. corporation) 
PI US 5670625 19970923 
AI US 1995-460741 19950602 (8) 

RLI Division of ser. No. us 1994-213403, filed on 15 Mar 1994, now patented, 
Pat. No. US 5512457, issued on 30 Apr 1996 which is a 
continuation-in-part of Ser. No. us 1992-977693, filed on 13 Nov 1992, 
now abandoned 

DT utility 

FS Granted 

LN.CNT 1742 

INCL INCLM : 530/387.300 

INCLS : 435/069.700; 435/172.300; 424/085.100; 424/192.100; 536/023.400; 



NCL NCLM : 530/387.300 

NCLS: 424/085.100; 424/192.100; 435/069.700; 530/351.000; 536/023.400; 
930/140.000 

ic [6] 

ICM: C07K014-52 
ICS : C07K019-00 

EXF 530/387.3; 530/351; 435/69.7; 435/172.3; 435/69.1; 435/320.1; 424/85.1; 

424/192.1; 536/23.4; 536/23.5; 935/10; 930/140 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 381 OF 391 USPATFULL on STN 
AN 97 : 86591 USPATFULL 

Tl Stable macroscopic membranes formed by self-assembly of amphiphilic 

peptides and uses therefor 
IN Zhang, Shuguang, Cambridge, MA, United States 

Lockshin, Curtis, Lexington, MA, United States 

Rich, Alexander, Cambridge, MA, United States 

Holmes, Todd, Cambridge, MA, United states 
PA Massachusetts Insititute of Technology, Cambridge, MA, United States 

(U.s . corporation) 
PI US 5670483 19970923 
AI US 1994-346849 19941130 (8) 

RLI continuation of Ser. No. US 1992-973326, filed on 28 Dec 1992, now 

abandoned 
DT utility 
FS Granted 
LN.CNT 2210 

INCL INCLM: 514/014.000 

INCLS: 514/012.000; 514/013.000; 530/300.000; 530/324.000; 530/325.000; 
530/326.000; 530/327.000; 530/350.000 
NCL NCLM: 514/014.000 

NCLS: 514/012.000; 514/013.000; 530/300.000; 530/324.000; 530/325.000; 
530/326.000; 530/327.000; 530/350.000 

IC [6] 

ICM: A61K007-08 

ICS: A61K014-00; C07K038-10; C07K038-16 
EXF 530/300; 530/350; 514/12; 514/13; 514/14 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 382 OF 391 USPATFULL on STN 
AN 97:70918 USPATFULL 

TI Amyloid precursor proteins and method of using same to assess agents 
which down- regulate formation of . ***beta*** •" ***amyloid*** 
peptide 

IN vitek, Michael Peter, East Norwich, NY, United states 

Jacobsen, Jack Steven, Ramsey, NJ , United States 
PA American Cyanamid Company, Madison, NJ , United States (U.S. corporation) 
PI US 5656477 19970812 
AI US 1993-123659 19930920 (8) 

RLI Continuation-in-part of ser. No. US 1992-877675, filed on 1 May 1992, 

now abandoned 
DT utility 
FS Granted 
LN.CNT 2040 

INCL INCLM: 435/325.000 

INCLS: 435/252.300; 435/254.110; 435/348.000; 435/358.000; 435/365.000; 
435/365.100; 435/366.000; 536/023.500; 530/839.000 
NCL NCLM: 435/325.000 

NCLS: 435/252.300; 435/254.110; 435/348.000; 435/358,000; 435/365.000; 
435/365.100; 435/366.000; 530/839.000; 536/023.500 

IC [6] 

ICM: C12N001-15 

ICS: C12N001-21; C12N005-10; C12N015-12 
EXF 435/172.3; 435/240.2; 435/252.3; 435/254.11; 435/320.1; 536/23.5; 

935/79; 530/350; 530/839 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 383 OF 391 USPATFULL on STN 
AN 97:49530 USPATFULL 

TI Method of modulating DNA binding activity of recombinant .alpha.-l 
antichymotrypsin and other serine protease inhibitors 

IN Rubin, Harvey, Philadelphia, PA, United states 

Cooperman, Barry, Penn Valley, PA, United States 

PA The Trustees of the University of Pennsylvania, Philadelphia, PA, United 
states (U.S. corporation) 



AI US 1995-435480 19950505 (8) 

RLI Continuation-in-part of Ser. No. US 1994-276936, filed on 19 Jul 1994, 
now patented, Pat. No. US 5612194 which is a continuation-in-part of 
Ser. No. US 1994-229286, filed on 18 Apr 1994, now abandoned which is a 
continuation-in-part of Ser. No. US 1994-221078, filed on 31 Mar 1994 
Ser. No. Ser. No. US 1994-221171, filed on 31 Mar 1994 And Ser. No. US 
1993-5908, filed on 15 Jan 1993, now patented, Pat. No. US 5367064 which 
is a division of Ser. No. US 1991-735335, filed on 24 Jul 1991, now 
patented, Pat. No. US 5252725 which is a division of Ser. No. US 
1989-370704, filed on 23 Jun 1989, now patented, Pat. No. US 5079336 , 
said ser. No. US -221078 which is a continuation-in-part of Ser. No. 
US -5908 

DT Utility 

FS Granted 

LN.CNT 702 

INCL INCLM : 435/069.200 

INCLS: 435/172.300; 530/350.000; 530/395.000; 536/023.500 
NCL NCLM : 435/069.200 

NCLS: 530/350.000; 530/395.000; 536/023.500 
IC [6] 

ICM: C07K014-435 

ICS: C07K014-81; C12N015-15 
EXF 435/69.2; 435/172.3; 530/350; 530/395; 536/23.5 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 384 OF 391 USPATFULL on STN 

AN 97 : 38610 USPATFULL 

TI Cytokine designated elk ligand 

IN Lyman, Stewart, Seattle, WA, United states 

Beckmann, M. Patricia, Poulsbo, WA, United states 

Baum, Peter R . , Seattle, WA, United States 
PA Immunex Corporation, Seattle, WA, united states (U.S. corporation) 
PI US 5627267 19970506 
AI US 1995-458077 19950601 (8) 

RLI Division of Ser. No. US 1994-213403, filed on 15 Mar 1994, now patented, 
Pat. No. US 5512457 which is a continuation-in-part of Ser. No. US 
1992-977693, filed on 13 Nov 1992, now abandoned 

DT Utility 

FS Granted 

LN.CNT 1743 

INCL INCLM: 530/351.000 

INCLS: 424/085.100; 435/069.500; 536/023.500; 935/009.000; 930/140.000 
NCL NCLM: 530/351.000 

NCLS: 424/085.100; 435/069.500; 536/023.500; 930/140.000 
IC [6] 

ICM: C07K014-52 

EXF 530/351; 424/85.1; 514/12; 435/69.5; 536/23.5; 935/9; 930/140 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 385 OF 391 USPATFULL on STN 
AN 97:36068 USPATFULL 

TI Methods for detecting Alzheimer's disease by measuring ratios of 

calcium-activated neutral protease isoforms 
IN Nixon, Ralph A., Arlington, MA, United states 

Saito, Ken-lchi , Yokohama, Japan 
PA The McLean Hospital Corporation, Belmont, MA, United states (U.S. 

corporation) 
PI US 5624807 19970429 
AI US 1994-184603 19940124 (8) 

RLI Continuation of Ser. No. US 1993-95319, filed on 22 Jul 1993, now 

abandoned which is a continuation-in-part of Ser. No. US 1992-925594, 
filed on 22 Jul 1992, now abandoned 

DT Utility 

FS Granted 

LN.CNT 1268 

INCL INCLM: 435/007.400 

INCLS: 435/007.900; 435/007.920; 436/063.000; 436/518.000; 436/547.000; 
436/548.000; 436/811.000 
NCL NCLM: 435/007.400 

NCLS: 435/007.900; 435/007.920; 436/063.000; 436/518.000; 436/547.000; 
436/548.000; 436/811.000 

IC [6] 

ICM: GO1N033-573 

ICS: G01N033-53; G01N033-48 
EXF 435/7.4; 435/7.9; 435/7.92; 435/7.95; 435/975; 435/973; 435/967; 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 386 OF 391 US PAT FULL on STN 
AN 96 : 101466 USPATFULL 

TI Directed evolution of novel binding proteins 

IN Ladner, Robert C. , ijamsville, MD, United States 

Guterman, Sonia K., Belmont, MA, united States 

Roberts, Bruce L. , Milford, MA, united states 

Mark! and, William, Milford, MA, united states 

Ley, Arthur c. , Newton, MA, United States 

Kent, Rachel B . , Boxborough, MA, united states 
PA Protein Engineering corporation, Cambridge, MA, united States (U.S. 

corporation) 
PI US 5571698 19961105 
AI US 1993-57667 19930618 (8) 

RLI Continuation of Ser. No. US 1991-664989, filed on 1 Mar 1991, now 

patented, Pat. No. US 5223409 which is a continuation-in-part of ser. 
No. US 1990-487063, filed on 2 Mar 1990, now abandoned which is a 
continuation-in-part of Ser. No. US 1988-240160, filed on 2 Sep 1988, 
now abandoned 

DT Utility 

FS Granted 

LN.CNT 15323 

INCL INCLM : 435/069.700 

INCLS: 435/006.000; 435/064.100; 435/172.300; 435/252.300; 435/320.100 
NCL NCLM : 435/069.700 

NCLS: 435/006.000; 435/069.100; 435/252.300; 435/320.100; 435/477.000 
IC [6] 

ICM: C12N025-62 

EXF 435/6; 435/64.1; 435/64.7; 435/172.3; 435/252.3; 435/320.1 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 387 OF 391 USPATFULL on STN 

AN 96:36458 USPATFULL 

TI Cytokine designated elk ligand 

IN Lyman, Stewart, Seattle, WA, United states 

Beckmann, M. Patricia, Poulsbo, WA, united states 

Baum, Peter R . , Seattle, WA, united states 

carpenter, Melissa K., Issaquah, WA, united states 
PA Immunex Corporation, Seattle, WA, United States (U.S. corporation) 
PI US 5512457 19960430 
AI US 1994-213403 19940315 (8) 

RLI Continuation-in-part of Ser. No. US 1992-977693, filed on 13 Nov 1992, 

now abandoned 
DT utility 
FS Granted 

LN.CNT 1746 

INCL INCLM : 435/069.500 

INCLS: 435/172.100; 435/320.100; 424/085.100; 536/023.500; 536/024.310; 
935/009.000; 530/351.000; 930/140.000 
NCL NCLM: 435/069.500 

NCLS: 424/085.100; 435/320.100; 530/351.000; 536/023.500; 536/024.310; 
930/140.000 

IC [6] 

ICM: C07H021-04 

ICS: C12P021-02; C12N015-19; C07K014-52 
EXF 536/23.5; 536/24.5; 536/24.31; 530/350; 530/351; 435/69.1; 435/320.1; 

435/172.1; 935/9; 424/85.1 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 388 OF 391 USPATFULL on STN 
AN 95:88386 USPATFULL 

TI Nucleic acids for diagnosing and modeling Alzheimer f s disease 
IN Mullan, Michael J., Tampa, FL, United states 

PA Alzheimer's Institute of America, Inc., Prairie Village, KS, United 

States (U.S. corporation) 
PI US 5455169 19951003 
AI US 1992-894211 19920604 (7) 

DT Utility 
FS Granted 
LN.CNT 1040 

INCL INCLM: 435/240.200 

INCLS: 435/320.100; 536/023.100; 536/023.500; 536/024.310; 536/024.330 
NCL NCLM: 435/325.000 

NCLS: 435/320.100; 536/023.100; 536/023.500; 536/024.310; 536/024.330 



ICM: C12N005-10 
ICS : C12N015-12; C12N015-85 
EXF 435/240.2; 435/320.1; 435/172.3; 435/6; 536/23.1; 536/23.5; 536/24.31; 
536/24.33 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 389 OF 391 US PAT FULL on STN 
AN 95:11757 USPATFULL 

TI Transgenic mice displaying the amyloid-forming pathology of alzheimer's 
disease 

IN Cordell , Barbara, Palo Alto, CA, United states 

PA Scios Nova Inc., Mountain view, CA, United States (U.S. corporation) 

PI US 5387742 19950207 

AI US 1991-716725 19910617 (7) 

RLI Continuation-in-part of Ser. No. US 1990-538857, filed on 15 Dun 1990, 

now abandoned 
DT utility 
FS Granted 
LN.CNT 2014 

INCL INCLM: 800/002.000 

INCLS: 424/009.000; 435/142.300; 536/023.500 
NCL NCLM: 800/012.000 

NCLS: 536/023.500; 800/018.000 
IC [6] 

ICM: A61K049-00 

ICS: C12N015-00; C07H015-12 
EXF 800/2; 435/6; 514/44 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 390 OF 391 USPATFULL on STN 
AN 93:52487 USPATFULL 

TI Directed evolution of novel binding proteins 

IN Ladner, Robert C, Ijamsville, MD, United states 

Guterman, Sonia K. , Belmont, MA, United states 

Roberts, Bruce L., Milford, MA, United states 

Mar kl and, William, Milford, MA, United States 

Ley, Arthur C. , Newton, MA, United states 

Kent, Rachel B., Boxborough, MA, United States 
PA Protein Engineering Corp., Cambridge, MA, United states (U.S. 

corporation) 
PI US 5223409 19930629 
AI US 1991-664989 19910301 (7) 

RLI continuation-in-part of Ser. No. US 1990-487063, filed on 2 Mar 1990, 
now abandoned And a continuation-in-part of Ser. No. US 1988-240160, 
filed on 2 Sep 1988, now abandoned 

DT Utility 

FS Granted 

LN.CNT 15410 

INCL INCLM: 435/069.700 

INCLS: 435/069.100; 435/172.300; 435/252.300; 435/320.100; 530/380.300; 
530/387.500 
NCL NCLM: 435/069.700 

NCLS : 435/005.000; 435/069.100; 435/252.300; 435/320.100; 435/472.000; 
530/387.300; 530/387.500 

IC [5] 

ICM: C12N015-09 

ICS: C12N015-62; C12N015-63 
EXF 435/69.1; 435/172.3; 435/252.3; 435/320.1; 530/350 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L4 ANSWER 391 OF 391 USPATFULL on STN 

AN 92:61895 USPATFULL 

TI Nerve growth factor peptides 

IN Mobley, William C. , Moraga, CA, united States 

Longo, Frank M., San Francisco, CA, United states 
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